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TTTLE OF THE INVENTION 

TREATMENT OF MOOD DISORDERS WITH A GROWTH 
HORMONE SECRETAGOGUE 

5 BACKGROUND OF THE INVENTION 

Mood disorders (or affective disorders) are psychopathologic 
states in which a disturbance of mood is either a primary determinant or 
constitutes the core manifestation. These conditions, especially the 
depressive forms, are heterogeneous and common in both psychiatry and 

1 0 general medicine. Mood disorders include die syndromes of major 
depression and mania (bipolar manic-depressive illness) and are 
characterized by changes in mood as the primary clinical manifestation. 
They commonly include disordered autonomic functioning and behavior, 
as well as persistent abnormalities of mood and increased risk of self- 

15 harm or suicide. 

Such disorders include: mood disorders, such as depression 
or depressive disorders, for example, single episodic or recurrent major 
depressive disorders and dysthymic disorders, or bipolar disorders, for 
example, bipolar I disorder, bipolar II disorder and cyclothymic disorder. 

20 Bipolar disorder includes both mania and depression, or only mania. 
Bipolar disorder has been further divided into bipolar I disorder and 
bipolar II disorder. In the case of bipolar I disorder, there is the presence 
of a full-blown manic episode, and the case of bipolar II disorder, there is 
mild hypomania only. 

25 Numerous compounds are known in the art to be useful for 

the prevention and treatment of mood disorders such as depression, 
including e.g., heterocyclic antidepressants, lithium salts, monamine 
oxidase inhibitors, serotonin uptake inhibitors, and the like. 

Nevertheless, these threapentic regimens suffer from 

30 numerous problems, including potential for addiction, lack of alertness, 
impairment of memory, interaction with other medication, etc. 
Accordingly, a more physiological way to treat depression would be 
highly desirable. 
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It is known that changes in neurotransmission which occur in 
major depressive illnesses may also affect the neuroregulation of various 
hormones, such as Cortisol, prolactin, melatonin and growth hormone. 
Growth hormone, which is secreted from the pituitary, stimulates growth 

5 of all tissues of the body that are capable of growing. In addition, growth 
hormone is known to have the following basic effects on the metabolic 
processes of the body: (1) Increased rate of protein synthesis in all cells 
of the body; (2) Decreased rate of carbohydrate utilization in cells of the 
body; (3) Increased mobilization of free fatty acids and use of fatty acids 

10 for energy. Although the effects of growth hormone on the central 
nervous system are poorly understood, the known effects of growth 
hormone on anabolic processes could contribute to an improved sense of 
well-being. This is unlikely, however, because patients receiving growth 
hormone treatment reported improvements in level of psychological 

15 functioning before changes in their body composition and exercise 

performance were evident (e.g. Sartorio, et aL, Clinical Physiology. 14, 
527-537 (1994)). 

A deficiency in growth hormone secretion can result in 
various medical disorders, depending on the age of onset In children, the 

20. syndrome is characterized by short stature with norma] body proportions 
and reduced growth rate (dwarfism). A deficiency in growth hormone 
secretion in adult life may be characterized by excessive adiposity, 
reduced muscle mass, impaired exercise capacity, reduced body water, 
decreased bone mineral density, and psychological disorders. The 

25 physiological impariment in patients with growth hormone deficiency is 
similar to that in patients suffering from endogenous depression in which 
die function of the monaminergic neurons has been found to be disturbed. 

A dysfunction in die neurosecretion of growth hormone is 
observed in major depressive illness that is characterized by reduced growth 

30 hormone pulsitility (Rasche, et aL, Psvchoneuroendocrinolopv, 2Q(7) f 727- 
733 (1995)). In addition, recurrent depression is associated with a reduction 
in sleep-related growth hormone secretion (Franz, et al., Bipy Psychiatry. 2JL ' 
720-729 (1995)). An impaired ability to secrete adequate amounts of growth 
hormone at the normal time after sleep onset may be a factor in die 
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pathology of depression. In patients with growth hormone deficiency who 
were treated with recombinant growth hormone, the cerebrospinal fluid 
levels of the dopamine metabolite homovanillic acid and thyroid hormone 
T4 were reported to be similar to the levels seen after successful treatment of 
5 depressive disorders with antidepressant drugs (Bunnan, et al. Clinical 
Endocrinol- 44. 319-324 (1996)). but this study failed to examine the 
psychological profile or mental state of the patients (McGauley, Clinical 

Endasdnol., 44. 325.326 (1996)). 

Various ways are known to release growth hormone. For 

10 example, chemicals such as arginine, L-3,4-dihydroxyphenylalanine 

(L-DOPA), glucagon, vasopressin, and insulin induced hypoglycemia, as 
well as activities such as sleep and exercise, indirectly cause growth 
hormone to be released from the pituitary by acting in some fashion on the 
hypothalamus perhaps either to decrease somatostatin secretion or to 

15 increase the secretion of the known growth hormone secretogogue growth 
hormone releasing factor (GRF) or an unknown endogenous growth 
hormone-releasing hormone or all of these. 

In cases where increased levels of growth hormone were 
desired, the problem was generally solved by providing exogenous growth 

20 hormone or by administering GRF, IGF-I or a peptidal compound which 
stimulated growth hormone production and/or release. In either case the 
peptidyl nature of die compound necessitated that it be administered by 
injection. Initially the source of growth hormone was die extraction of the 
pituitary glands of cadavers. This resulted in a very expensive product and 

25 carried with h the risk that a disease associated with the source of the 

pituitary gland could be transmitted to the recipient of the growth hormone. 
Recombinant growth hormone has become available which, while no longer 
carrying any risk of disease transmission, is still a very expensive product 
which must be given by injection or by a nasal spray. In addition, 

30 administration of exogenous growth hormone may result in side-effects, 
including edema, and does not correlate with the pulsitile release sera in the 
endogenous release of growth hormone. 

Certain compounds have been developed which stimulate the 
release of endogenous growth hormone. Peptides which are known to 
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stimulate fee release of endogenous growth hormone include growth 
. hormone releasing hormone, the growth hormone releasing peptides 
GHRP-6 and GHRP-1 (described in U.S. Patent No. 4,41 1.890, PCT 
Patent Pub. No. WO 89/071 10, and PCT Patent Pub. No. WO 89/0711 1) 

5 and GHRP-2 (described in PCT Patent Pub. No. WO 93/04081), as well 
as hwcarelin fJ_ Endocrinol Invest .. ISfSnppl 41. 45 t\msi. Other 
compounds possessing growth hormone secretagogue activity are 
disclosed in die following: U.S. Patent No. 3,239,345; U.S. Patent No. 
4,036,979; U.S. Patent No. 4.41 1,890; U.S. Patent No. 5,206,235; U.S. 

10 Patent No. 5,283,241; U.S. Patent No. 5,2*4,841; U.S. Patent No. 
5310,737; U.S. Patent No. 5317,017; U.S. Patent No. 5374,721; U.S. 
Patent No. 5.430,144; U.S. Patent No. 5,434,261; U.S. Patent No. 
5.438,136; U.S. Patent No. 5.494,919; U.S. Patent No. 5,494.920; U.S. 
Patent No. 5.492,916; U.S. Patent No. 5,536,716; EPO Patent Pub. No. 

15 0,144,230; EPO Patent Pub. No. 0313,974; PCT Patent Pub. No. WO 
94/07486; PCT Patent Pub. No. WO 94/08583; PCT Patent Pub. No. WO 
94/1 1012; PCT Patent Pub. No. WO 94/13696; PCT Patent Pub. No. WO 
94/19367; PCT Patent Pub. No. WO 95/03289; PCT Patent Pub. No. WO 
95/03290; PCT Patent Pub. No. WO 95/09633; PCT Patent Pub. No. WO 

20 95/1 1029; PCT Patent Pub. No. WO 95/12598; PCT Patent Pub. No. WO 
95/13069; PCT Patent Pub. No. WO 95/14666; PCT Patent Pub. No. WO 
95/16675; PCT Patent Pub. No. WO 95/16692; PCT Patent Pub. No. WO 
95/17422; PCT Patent Pub. No. WO 95/17423; PCT Patent Pub. No. WO 
95/34311; PCT Patent Pub. No. WO 96702530; PCT Patent Pub. No. WO 

25 96705195; PCT Patent Pub. No. WO 96/15148; PCT Patent Pub. No. WO 
96722782; PCT Patent Pub. No. WO 96/22997; PCT Patent Pub. No. WO 
96/24580; PCT Patent Pub. No. WO 96724587; PCT Patent Pub. No. WO 
96735713; PCT Patent Pub. No. WO 96/38471; PCT Patent Pub. No. WO 
97/00894; PCT Patent Pub. No. WO 97/06803; PCT Patent Pub. No. WO 

30 97/07117; Science. 2& 1640-1643 (June 11, 1993); Ann Ren. Med. 
Cbfim-. 28. 177-186 (1993); Bioortr. Med. Chem. Urs.. 4(22). 2709-2714 
(1994); and Proc. Natl. A cad. Sri. USA 97 71101 .7nfK (July 1995). 
Additional compounds with growth hormone secretagogue activity are 
clescribed herein. 
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SUMMARY OF THE INVENTION 

The present invention is directed to the use of a compound 
which has the ability to stimulate or amplify the release of natural or 

5 endogenous growth hormone for the prevention and treatment of mood 
disorders, in particular depression, in a warm-blooded animal. The 
advantage of this method is that in contrast to injections of growth 
hormone it provides a physiological-like pulsatile profile of growth 
hormone release from die pituitary gland. Accordingly, the present 

10 invention provides a method for the prevention and treatment of mood 
disorders including depression in a warm-blooded animal comprising the 
administration of a growth hormone secretagogue. The present invention 
further provides a pharmaceutical composition for die prevention and 
treatment of mood disorders, including depression. 

15 

DESCRIPTION OF THE INVENTION 

The present invention is directed to the use of a compound 
which has the ability to stimulate or amplify the release of natural or 
endogenous growth hormone for the prevention and treatment of mood 

20 disorders, in particular depression, in a warm-blooded animal. In 

particular, the present invention provides a method for die prevention and 
treatment of mood disorders such as depression in a warm-blooded 
animal comprising the administration of a growth hormone secretagogue. 
The following clinical targets may be addressed with the 

25 present invention: affective disorder, mood disorder, depression, bipolar 
manic-depressive Alness, psychosis, enuresis, deficit hyperactivity 
disorder, anxiety disorders, post-tramautic stress disorder, panic disorder, 
obsessive-compulsive disorder, bulimia nervosa, anorexia nervosa, 
chronic pain disorder including diabetic and other peripheral neuropathic 

30 syndromes, fibromyalgia, peptic ulcer, irritable bowel syndrome, chronic 
fatigue, cataplexy, migraine, and the like. Hie present invention is 
further directed to a method for ameliorating a state of depression in a 
mammal which comprises administering an effective amount of a growth 
hormone secretagogue 
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In the present invention, it is preferred that the subject 
mammal is a human. Although the present invention is applicable both 
old and young people, it may find greater application in elderly people. 

By the term "growth hormone secretagogue" is meant any 
5 exogenously administered compound or agent that directly or indirectly 
stimulates or increases the endogenous release of growth hormone, 
growth hormone-releasing hormone or somatostatin in an animal, in 
particular, a human. 

The growth hormone secretagogue may be peptida) or non- 
10 peptidal in nature, however, the use of a orally active growth hormone 
secretagogue is preferred. In addition, it is preferred that the growth 
hormone secretagogue induce or amplify a pulsatile release of 
endogenous growth hormone. It is also preferred that the growth 
hormone secretagogue be able to cause the release of growth hormone at 
IS night or during the sleep cycle, especially in the first half of the night or 
of the sleep cycle, and even more especially in the first few hours 
following sleep onset, or alternatively in the period immediately 
preceding sleep onset 

The growth hormone secretogogue may be used alone or in 
20 combination with other growth hormone secretagogues or with other 
agents which are known to be beneficial in the prevention or treatment of 
mood disorders, especially depression. The growth hormone 
secretagogue and the other agent may be coadministered, either in 
concomitant therapy or in a fixed combination. For example, the growth 
25 hormone secretagogue may be administered in combination with other 
compounds which are known in the art to be useful for the prevention and 
treatment of mood disorders such as depression, including e.g., 
heterocyclic antidepressants, lithium salts, monamine oxidase inhibitors, 
serotonin uptake inhibitors, serotonin reuptake inhibitors, and the like, 
30 such as: adatanserin, adinazolam, alaproclate, aletamine, alpidem, 
alprazolam, amedalin, amitriptyline, amoxapine, aptazapine, azaloxan, 
azepindole, azipramine, binospirone, bipenamol, bretazenil, bupropion, 
busprione, butacetin, butriptyline, caroxazone, cartazolate* ciclazindol, 
cidoxepin, cilobamine, clodazon, clomipramine, clorazepate, clozapine, 
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cotinine, cyclindole, cypenamine, cyprolidol, cyproximide, daledalin, 
dapoxetine, dazadrol, dazepinil, desipiamine, dexamisole, deximafen, 
diazepam, dibenzepin, dioxadrol, divalproex* dothiepin, doxeptn, 
duloxetine, eclanamine, encyprate, etoperidone, fantridone v fenmetozole, 

5 fenmetramide, fazolaroine, flesinoxan, fluotracen, fhrvoxamme, 
fluoxetine, fluparoxan, gamfexine, glemanserin, guanoxyfen. 
hydroxyzine, imafen, imiloxan, imipramine, indeloxazine, intriptyline, 
iprindole, ipsapirone, isocarboxazid, ketripramine, lithium, lofepramine, 
lorazepam, lortalamine, maprotiline, melitracen, mepiobamate, 

1 0 milacemide, minaprine, mirisetron, mirazapine, moclobemide, rhodaline, 
napactadine, napamezole, nefazodone, nisoxetine, nitrafudam, 
nomifensine, nortriptyline, ocinaplon, octriptyline, ondansetron, 
opipramol, oxaprotiline, oxazepam, oxypertine, panadiplon, pancopride, 
paroxetine, pazinaclone, perphenazine, phenelzine, pirandamine, 

IS pizotyline, pridefine, prolintane, protriptyline, quipazine, rolicyprine, 
sepioxetine, selegiline, seiazapine, sertraline, sibutramine, sulpiride, 
suritozole, tametraline, tampramine, tandamine, tandospirone, thiazesim, 
thozalinone, tomoxetine, tranylcypromaine, trazodone, trebenzomine, 
trimipramine, venlafaxine, viloxazine, zalospirone, zimeldine, 

20 zometapine and the like, and salts thereof, as well as admixtures and 
combinations thereof, and other agents. 

Representative growth hormone secretogogues are disclosed 
in: U.S. Patent No. 3,239345; U.S. Patent No. 4,036,979; U.S. Patent 
No. 4,411,890; U.S. Patent No. 5,206,235; U.S. Patent No. 5,283,241; 

25 U.S. Patent No. 534,841; U.S. Patent No. 5310,737; U.S. Patent No. 
5317,017; U.S. Patent No. 5374,721; U.S. Patent No. 5,430,144; U.S. 
Patent No. 5,434,261; U.S. Patent No. 5,438,136; U.S. Patent No. 
5,494,919; U.S. Patent No. 5,494,920; U.S. Patent No. 5,492,916; U.S. 
Patent No. 5336,716; EPO Patent Pub. No. 0,144,230; EPO Patent Pub. 

30 No. 0313,974; PCT Patent Pub. No. WO 89/071 10; PCT Patent Pub. No. 
WO 89/071 1 1; PCT Patent Pub. No. WO 93/0408 1; PCT Patent Pub. No. 
WO 94/07486; PCT Patent Pub. No. WO 94/08583; PCT Patent Pub. No. 
WO 94/1 1012; PCT Patent Pub. No. WO 94/13696; PCT Patent Pub. No. 
WO 94/19367; PCT Patent Pub. No. WO 95/03289; PCT Patent Pub. No. 
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WO 95/03290; PCT Patent Pub. No. WO 95/09633; PCT Patent Pub. No. 

WO 95/11029; PCT Patent Pub. No. WO 95/12598; PCT Patent Pub. No. 

WO 95/13069; PCT Patent Pub. No. WO 95/14666; PCT Patent Pub. No. 

WO 95/16675; PCT Patent Pub. No. WO 95/16692; PCT Patent Pub. No. 
5 WO 95/17422; PCT Patent Pub. No. WO 95/17423; PCT Patent Pub. No. 

WO 95/3431 1; PCT Patent Pub. No. WO 96702530; PCT Patent Pub. No. 

WO 96705195; PCT Patent Pub. No. WO 96/15148; PCT Patent Pub. No. 

WO 96/22782; PCT Patent Pub. No. WO 96/22997; PCT Patent Pub. No. 

WO 96724580; PCT Patent Pub. No. WO 96/24587; PCT Patent Pub. No. 
10 WO 96735713; PCT Patent Pub. No. WO 96/38471; PCT Patent Pub. No. 

WO 97/00894; PCT Patent Pub. No. WO 97/06803; PCT Patent Pub. No. 

WO 07/071 17-. J Endocrinol Invest. IVSujipl 4Y 45 (\092Wi SOSDSS, 

26Q, 1640-1643 (June 11, 1993V. Ann. Rep. Med. Chem.. 28. 177-186 

(1993); Bioorg.Med.Chem.Lto .. 4(22). 2709-2714 (1994); and Pffi^ 
15 Nad. Acad. Sci.USA 22, 7001-7005 (July 1995). 

A representative first class of growth hormone secretagogues 
is set forth in VJS. Patent No. 5,206,235 as follows: 




R 2B R* 



20 wherein the various substituents are as defined in U.S. Patent 5506,235. 

The most preferred compounds within this first class are 
identified as having the following structures: 



Printed from Mimosa 01/08/1998 14:14:30 page -10- 



WO 97/41878 



PCT/OS97/D7508 



-9- 




A representative second class of growth hormone 
5 secretogogues is set forth in U.S. Patent No. 5,283,241 and PCT Patent 
Publication No. 94/05634 as having the following structural formula: 
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wherein the various substituents are as defined in U.S. Patent 5,283,241 
and PCT Patent Publication No. 94/05634, 

A representative third class of growth hormone 
5 secnetagogues is disclosed in PCT Patent Pub. No. WO 94/13696 as 
compounds of the following structural Formulas I and II: 




Formula I Formula II 

wherein; 

Rl is selected from the group consisting of: 

10 -Ci-Cio alkyl, -aryl, -aryHCl-C6 alkyl), 

-C3-C7 cycloaDcyHCl-C6alkyl). -Cl-C5alkyl-K-Cl-C5 alkyl -aryl(Q) 

C5aIkyl)-K-(Ci-C5 alkyl), 

-C3-C7 cycloalkyKCQ-Cs alkyl>K-(Ci-C5 alkyl), 

wherein K is O, S(0) m , N(R2>C(0). C(0)N(R2), OC(0), C(0)0, or 

15 -CR2=CR2-. or -CzC-> 

and wherein the aryl groups are as defined below and the R2 and alkyl 
groups may be futber substituted by 1 to 9 halogen, S(0)mR2a» 1 to 3 
OR2a* or C(0)OR2a» and the aryl groups may be further substituted by 
phenyl, phenoxy, halophenyl, 1-3 C1-C6 alkyl, 1 to 3 halogen, 1 to 2 

20 -OR2, methylenedioxy, -S(0)mR2, 1 to 2 -CP3, -OCF3, nitro, 
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-N(R2)(R2)> -N(R2)C(6j^2» -C(C*)0R2, <XO)N(R2)(R2), 
-S02N(R2)(R2)» -N(R2)S(0)2 aryl, and -N(R2)S02*2; 
R2 is selected from the group consisting of: 

hydrogen, Q-C6 alkyl, C3-C7 cycloalkyi, and where two C1-C6 alkyl 
5 groups are present on one atom, they may be optionally joined to form a 
C3-C8 cyclic ring optionally including oxygen, sulfur or NR2a; 
R2a is hydrogen, or C1-C6 alkyl; 

R3a and R3b are independently selected from the group consisting of: 
hydrogen, halogen, -Ci-Q) alkyl, -OR2t cyano, -OCF3, mdhylenedioxy, 
1 0 nitro, -S(0)mR, -CF3 or -C(0)OR2 and when R3a and R3b are in an 
ortho arrangement, they may be joined to form a Cs to Cg aliphatic or 
aromatic ring optionally including 1 or 2 beteioatoms selected from 
oxygen, sulfur or nitrogen; 

R4 and R5 are independently selected from the group consisting of: 
IS hydrogen, -Cl-Q> alkyl, substituted C1-C6 alkyl wherein die substituents 
are selected from 1 to 5 halo, 1 to 3 hydroxy, 1 to 3 
C1-C10 alkanoyloxy, 1 to 3 C]-Q> alkoxy, phenyl, phenoxy, 2-furyl, Cl- 
C6 alkoxycaibonyl, -S(0)m(Cl-C6 alkyl); or R4 and R5 can be taken 
together to form -(CH2)rLa (CH2)s- where La is -C(R2)2-» -<X -S(0)m-, 
20 or -N(R2K where r and s are independently 1 to 3 and R2 is as defined 
above; 

R6 is hydrogen or C1-G6 alkyl; 
A is: 

(CHjk-C— (CH^— 

R7a 
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wherein x and y are independently 0-3; 
ZisN-R2orO; 

R7 and R7a are independently selected from the group consisting of: 
hydrogen, -Cl-Q> alkyl, -OR2. trifluoromethyU phenyl, substituted 
5 C1-C6 alkyl where (he substituents are selected from imidazotyl, phenyl, 
indolyl, p-hydroxyphenyl, -OR2, 1 to 3 fluoro, -S(0)niR2» -C(0)OR2. 
-C3-C7 cycloalkyl, -N(R2)(R2)> -C<0)N<R2XR2); or R7 and R7a can 
independendy be joined to one or both of R4 and R5 groups to form 
alkylene bridges between the terminal nitrogen and the alkyl portion of 
10 the R7 or R7a groups, wherein the bridge contains 1 to 5 carbons atoms; 

B, D t E, and F are independently selected from the group consisting of: 
-C(R8)(R10K -O-, 0=0, -S(0)nr, or -NR9-, such that one or two of B, 
D. E, or F may be optionally absent to provide a 5. 6, or 7 membeted 

15 ring; and provided that B, D, E and F can be -C(R8)(Rl0)- or OO only 
when one of the remaining B, D, E and F groups is simultaneously -CK 
-S(0)m-t or -NR9-t or B and D, or D and E taken together may be 
-N=CRl0- or -CRlO=N-, or B and D, or D and E taken together may be 
-CR8=GRl0-» provided one of the other of B and E or F is simultaneously 

20 -O. -S(0)m-. or -NRSK 

R8 and RlO are independendy selected from the group consisting of: 
hydrogen, -R2, -OR2, (-CH2)q-aryl <CH2)q-C(0)OR2, <CH2)q- 
C(0)0(CH2)q-aryl, or -(CH2)q-( lH-tetrazol-5-yl), where the aryl may be 
optionally substituted by 1 to 3 halo, 1 to 2 Ci-Cg alkyl, 1 to 3 -OR2 or 1 

25 to2-C(0)OR2; 

R9 is selected from the group consisting of: 
-R2, -(CH2)q-aiyl, -C(0)R2, -C(0)(CH2)q-aryl, -SO2R2, 
-S02(CH2)craryl, -C(0)N(R2)(R2). -C(0)N(R2)(CH2)q-aryl, 
30 -C(0)OR2. t-H-tetrazoI-5-yI, -S03H, -S02NHfeN f -SQ2N(R2)aryl, 
-S02N(R2)(R2)» 

and wherein the (CH2)q may be optionally substituted by 1 to 2 C1-G4 
alkyl, and the R2 and aryl may be optionally further substituted by 1 to 3 
-OR2* -0(CH2)q aryl 1 to 2 -C(0)OR2* 1 to 2 -C(0)0(CH2)q aryl, 1 
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to 2 -C(0)N(R2a)(R2a). 1 to 2 -C(0)N(R2a)(CH2)q aiyl, 1 to 5 halogen, 
1 to 3 C1-C4 alkyl 1,2,4-triazolyl, l-H-tetrazol-5-yl, -C(0)NHS02R2a. 
-S(0) m R2a, -C(0)NHS02(CH2)q-aiyl, -S02NHC^N, -SQ2NHC(0)R2a, 
.S0 2 NHC(OXCH2)qaryl -N(R2)C(0)N(R2a)(R2a), 
5 -N(R2a)C(0)N^ 

-N(R2a)C(OKCH2)q aryl, -OC(0)N(R2a)(R2a). -OC(0)N(R2a)(CH2)q 
aryl, -S02(CH2)qCONH-(CH2)wNHC(0)Rii f 

wherein w is 2-6 and Rl 1 may be biotin, aryl, or aryl substituted by 1 or 2 
OR2, 1-2 halogen, azido or nitro; 

10 

misO, 1 or 2; 
nisi, or 2; 

q may optionally be 0, 1, 2, 3, or 4; and 

G, H, I and J are carbon, nitrogen, sulfur or oxygen atoms, such that at 
IS least one is a heteroatom and one of G, H» I or J may be optionally 
missing to afford a 5 or 6 membexed heterocyclic aromatic ring; 
and phaimaceutically acceptable salts and individual diastereomers 
thereof. 

20 Within this third class, the most preferred growth hormone 

secretagogues employed in the instant invention are realized in structural 
Formula V: 




V 

25 wherein Rl is selected from the group consisting of: 
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R3aisH,orfluoro; 

D is is selected from the group consisting of. 
-O-, -S-, -S(0)„r. N(R2), NS02(R2). NS02(CH2)taryl. NC(OKR2). 
5 NS02(CH2)qOH, NS02(CH2)qCOOR2, NS02(CH2)qC(0>-N(R2)(R2), 
N-S02(CH2)qC(0)-N(R2)(CH2>wOH, 

N-SO^CH^OJ-NiRaJfCHz^ ^ 

HN. NH 



^SO^CH^OJ-NtRjKCH^ -H 




N-NH 
N=N ' 
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and the aryl is phenyl or pyridyl and the phenyl may be 
substituted by 1-2 halogen; 

R2isH,orCl-C4aIkyl; 
5 m is 1, 2; 
tisO, l t or 2; 
q is 1,2, or 3; 
wis2»3, 4, 5, or 6; 

and the pharmaceutical^ acceptable salts and individual diastereomers 
10 thereof. 

Representative most preferred growth honnone secretagoues 
within this third class which may be employed in the present invention 
include the following: 

15 

1) N-[l(RM(l,2-Dihydro-l-methan^ 

pipendmH f -yl)caTbanyl]-2^ 

propanamide; 

20 2) N-[l(RM0.2-Dibydit>-l-methar^ 

pipericHn]-r-yl)carbonyl]-2KlH-indol-3-yl)ethyl^ 
propanamide; 

3) N^[l(RH(l>Dihydn>-l-benzenesulfon^ 
25 piperidin]-r-yl)cart>onyI>^ 

propanamide; 

4) N-[l(RM(3,4-Dihydro-spto 

carbonyl]-2-( 1 H-mdol-3-yl)ethyl]-2-amino^2-methylpropanamide ; 

30 

5) N-[l(R>-[(2«Acetyl-l t 23»4-tetrahydiospiro[isoqu^ 
piperidin]-r-yl)cartonyl>2^i^ 

propanamide; 
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6) N-[l(R>[(l^-Daydro-l-methanesiafonyUpiroPH-indole-3,4*- 

piperidm> l^yl)caibony]]-2-^ 

methylpropanamide; 

5 7) N-[l(RVt(l,2-Dihydii>-l-inedianesulfonylspiroPH-indole-3 t 4'- 
piperidin]- r-yl)carbonyll-2KphenyImethyloxy)ethyl>2-aniiiio-2- 
methylpropanamide mesylate salt; 

8) N-llCR^lCl^-Daydro-l-methanesulfonylspirotaH-indole-S^'- 
10 iaperidm]-l^yl)carbonyl]-2-(2\6'Hlifluorophenylmemyloxy)emyU 

anuno-2-metbylpropanamide; 

9) N-[l(R)-[(l^-Dihydix>-l-metbanesulfony]-S-fluorospiroPH-indde 
3.4'-piperi<lroH , -yl)carbonyl^^ 

IS memylpropanamide; 

10) N-tUS^Ul^-Dihydm-l-metbanesulfonylspiroPH-indo^^'- 

piperidin]-l'-yl)caifconyI]-2^phenylmetfayldiio)etbyl>2-amino-2- 
methylpropanamide; 

20 

1 1) N-[l(R)-[(l^-Dihydrt>-l-methaj\esulfonykpiro(3H-indole-3,4'- 
piperidin]-l•-yl)cart)onyl^3-phenylp^opyI]-2-amin(>-2-Inelhyl- 
propanamide; 

25 12) N-[l(R>-[(la-Dihyd^l-methanesulfonylspiro[3H-indole-3,4 , - 
piperidin]- 1 -yl)catbonyl]-3-C7ctohexylpi^ 
propanamide; 

13) N-tlCRVKia-Dihydro-l-methanemjlfoDylspiroPH-indole-S^'- 
30 piperidin]-l '-yl)carbonyl]-4-phenyIbutyl]-2-amino-2-methyl- 
propanamide; 
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14) N-[l(RM(1.2-Dihydn>-l-me^ 

piperidm]-r-yl)carto^ 

methylpropanamide; 

5 15) N-[l(RM(1.2-DihydiD-l-methai^ 

3,4-piperidmH '-yl)ca^ 
2-methylpropanamide; 

16) N-[l(R)-[(l^-I^ydn>-l<2-ethoxycaibonyl)methylsulfon 
10 [3H-mdole-3,4^j>iperidm^ 

amino-2-methylpropanamide; 

17) N-[l(RM(U-Dibyd^U^ 
piperidinH'-yl)carbanyl]-2-(p^ 

IS methylpropanamide; 

and pharmaceutical^ acceptable salts thereof. 

Expecially prefeired growth honnone secretagogues within 
20 this third class which may be employed in the present invention include: 

N-[l (RM(1 2-difaydiD- 1-meth^ 

l-yl)caibonyl]-2-(phenylmethyloxy)ethy]]-2-amhio-2- 
methylpropanamide; 

25 

N-[l(RM(l£-dibydio-l-met^ 

1 , -yl)c»rbonyl]-2-(phenylmethyloxy)ethyl]-2-amino-2- 

methylpropanamide methanesulf onate; 

30 N-H (R>[(1 2-dibydro-l-methanesulfo^^ 

l , -yl)carbonyl>3-phenylpropyl]-2-amino-2.methyl-pro^ 



and pharmaceutically acceptable salts thereof. 
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The most preferred compounds within this third class which 
may be employed in the present invention are identified as having the 
following structure: 




N-SCVCH3 



5 and phannaceutically acceptable salts thereof, in particular, the 
methanesulfonate salt 

A representative fourth class of growth hormone 
secretagogues is disclosed in U.S. Patent No. 5,492,916 as being 
10 compounds of the structural formula I: 



H H O JU 

RrT"N-c-A-N 



Formula 1 



wherein the various substituents are as defined in U.S. Patent 5,492,916. 

15 

In the above structural formulas and throughout the instant 
specification, the following terms have the indicated meanings: 
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The alkyl groups specified above are intended to include 
those alkyl groups of the designated length in either a straight or branched 
configuration which may optionally contain double or triple bonds. 
Exemplary of such alkyl groups are methyl, ethyl, propyl, ethinyl, 
5 isopropyl, butyl, sec-butyl, tertiary butyl, pentyl, isopentyl, hexyl, 
isohexyl, allyl, propenyl, butenyl, butadienyl and the like. Thealkoxy 
groups specified above are intended to include those alkoxy groups of the 
designated length in either a straight or branched configuration which 
may optionally contain double or triple bonds. Exemplary of such alkoxy 

10 groups are methoxy, ethoxy, propoxy, isopropoxy, butoxy, isobutoxy, 
tertiary butoxy, pentoxy, isopentoxy, hexoxy, isohexoxy allyloxy, 
propinyloxy, isobutenyloxy, 2-hexenyloxy, and the Hke. The term 
"halogen" is intended to include the halogen atom fluorine, chlorine, 
bromine and iodine. The term "aryl" is intended to include phenyl and 

IS naphthyl and aromatic residues of 5- and 6- membered rings with 1 to 3 
heteroatoms or fused 5 or 6 membered tricyclic rings with 1 to 3 
heteroatoms of nitrogen, sulfur or oxygen. Examples of such heterocyclic 
aromatic rings are pyridine, thiophene, benzothiqphene, tetrazole, indole, 
N-methylindole, dihydroindole, indazole, N-fonnylindole, 

20 benzimidazole, thiazole, furan, pyrrolidine, and thiadiazole. 

Certain of die above defined terms may occur more than 
once in the above formula and upon such occurrence each term shall be 
defined independently of the other. Similarly, the use of a particular 
variable within a noted structural formula is intended to be independent 

25 of die use of such variable within a different structural formula. 

For use in medicine, the salts of the compounds of this 
invention refer to non-toxic "phannaceutically acceptable salts." Other 
salts may, however, be useful in the preparation of the compounds 
according to the invention or of their pharmaceutical^ acceptable salts. 

30 Salts encompassed within the term "phannaceutically acceptable salts" 
refer to non-toxic salts of the compounds of this invention which are 
generally prepared by reacting the free base with a suitable organic or 
inorganic acid. Representative salts include the following: Acetate, 
Benzenesulfonare, Benzoate, Bicarbonate, Bisulfate, Bitartrate, Borate, - 
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Bromide, Calcium, Camsylate, Carbonate, Chloride, Clavulanate, Citrate, 
Dihydrochloride, Edetate, Edisylate, Estolate, Esylate, Fumarate, 
Gluceptate, Gluconate, Glutamate, Glycollylaisanilate, Hexylresorcinate, 
Hydiabamine, Hydrobromide, Hydrochloride, Hydroxynaphthoate, 
5 Iodide, Isothionate, Lactate, Lactobionate, Laurate, Malate, Maleate, 
Mandelate, Mesylate, Methylbiumide, Methylnitrate, Methylsulfate, 
Mucate, Napsylate, Nitrate, N-methylglucamine ammonium salt, Oleate, 
Oxalate, Pamoate (Embonate), Palmitate, Pantothenate, 
Phosphate/diphosphate* Polygalacturonate, Salicylate, Stearate, 

10 Subacetate, Succinate, Sulfate, Sulfonate, Tannate, Tartrate, Teoclate, 
Tosylate, Trietbiodide and Valerate. F urther more, where die compounds 
of the invention carry an acidic moiety, suitable pharmaceutical^ 
acceptable salts thereof may include alkali metal salts, e.g., sodium or 
potassium salts; alkaline earth metal salts, eg., calcium or magnesium 

IS salts; and salts formed with suitable organic ligands, e.g., quaternary 
ammonium salts. 

The compounds employed in the present invention, may 
have chiral centers and occur as racemates, racemic mixtures and as 
individual diastereomers, or enantiomers with all isomeric forms being 

20 included in the present invention. Therefore, where a compound is chiral, 
die separate enantiomers, substantially free of the other, are included 
within the scope of the invention; further included are all mixtures of the 
two enantiomers. 

Full descriptions of the preparation of the growth hormone 

25 secretagoue employed in die present invention may be found e.g., in: 
U.S. Patent No. 3,239345; U.S. Patent No. 4,036,979; U.S. Patent No. 
4,411,890; U.S. Patent No. 5,206,235; U.S. Patent No. 5,283,241; U.S. 
Patent No. 5,284,841; U.S. Patent No. 5,310,737; U.S. Patent No. 
5317,017; U.S. Patent No. 5374,721; U.S. Patent No. 5,430,144; U.S. 

30 Patent No. 5,434,261; U.S. Patent No. 5.438.136; U.S. Patent No. 

5,494,919; U.S. Patent No. 5,494,920; U.S. Patent No. 5,492,916; U.S. 
Patent No. 5436,716; EPO Patent Pub. No. 0,144,230; EPO Patent Pub. 
No. 0.513,974; PCT Patent Pub. No. WO 89/071 10; PCT Patent Pub. No. 
WO 89/07 111; PCT Patent Pub . No. WO 93/04081; PCT Patent Pub. No. 
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WO 94/07486; PCT Patent Pnb. No. WO 94/08583; PCT Patent Pub. No. 
WO 94/11012; PCT Patent Pub. No. WO 94/13696; PCT Patent Pub. No. 
WO 94/19367; PCT Patent Pub. No. WO 95/03289; PCT Patent Pub. No. 
WO 95/03290; PCT Patent Pub. No. WO 95/09633; PCT Patent Pub. No. 

5 WO 95/1 1029; PCT Patent Pub. No. WO 95/12598; PCT Patent Pub. No. 
WO 95/13069; PCT Patent Pub. No. WO 95/14666; PCT Patent Pub. No. 
WO 95/16675; PCT Patent Pub. No. WO 95/16692; PCT Patent Pub. No. 
WO 95/17422; PCT Patent Pub. No. WO 95/17423; PCT Patent Pub. No. 
WO 95/343 11; PCT Patent Pub. No. WO 96702530; PCT Patent Pub. No. 

10 WO 96/05195; PCT Patent Pub. No. WO 96/15148; PCT Patent Pub. No. 
WO 96/22782; PCT Patent Pub. No. WO 96722997; PCT Patent Pub. No. 
WO 96724580; PCT Patent Pub. No. WO 96724587; PCT Patent Pub. No. 
WO 96735713; PCT Patent Pub. No. WO 96/38471; PCT Patent Pub. No. 
WO 97/00894; PCT Patent Pub. No. WO 97/06803; PCT Patent Pub. No. 

15 WO 97/071 17; J. Endocrinol Invest . 15_(Suppl 4), 45 (1992)); SSSBSS, 
260, 1640-1643 (June 11, 1993): Ann. Rep. Med. Chem. . 28, 177-186 
(1993); mnorp. Med. Chem. Lire .. 4(22), 2709-2714 (1994); and Proc. 
Nad Acad. Sci. USA 22, 7001-7005 (July 1995), as well as herein. 

Methods to obtain the growth hormone releasing peptides 

20 GHRP-6 and GHRP-1 are described in US. Patent Nos. 4,411,890 and 
PCT Patent Publications WO 89/071 10, WO 89/0711 1, methods to obtain 
the growth hormone releasing peptide GHRP-2 are described in PCT 
Patent Publication WO 93/04081, and methods to obtain hexarelin are 
described in I- Endocrinol Invest. . l$(Suppl 4), 45 (1992). 

25 The identification of a compound as a "growth hormone 

secretagogue" and thus able to directly or indirectly stimulate or increase 
the endogenous release of growth hormone in an animal may be readily 
determined without undue experimentation by methodology well known 
in the art, such as the assay described by Smith, et al.. Science* 260, 

30 1640-1643 (1993) (see text of Figure 2 therein). In a typical experiment 
pituitary glands are aseptically removed from 150-200 g Wistar male rats 
and cultures of pituitary cells are prepared according to Cheng et al. 
Endocrinol , J24, 2791-2798 (1989). The cells are treated with the 
subject compound and assayed for growth hormone secreting activity and 
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intracellular cAMP levels as described by Chang et al. In particular, the 
intrinsic growth horomone secretagogne activity of a compounds which 
may be used in the present invention may be determined by this assay. 

The term "therapeutically effective amount" shall mean that 
5 amount of a drug or pharmaceutical agent that will elicit the biological or 
medical response of a tissue, system, animal or human that is being 
sought by a researcher or clinician. 

Accordingly, the present invention includes within its scope 
the use of a growth hormone secretagogue, alone or in combination with 

1 0 other agents, for the prevention or treatment of depression in a warm- 
blooded animal. For the purposes of this disclosure, a warm-blooded 
animal is a member of the animal kingdom which includes but is not 
limited to mammals and birds. The preferred mammal for purposes of 
this invention is human. 

IS Included within the scope of die present invention is the use 

of a growth hormone secretagogue for improving mood and subjective 
well being in a subject suffering from depression. The growth hormone 
secretagogue is further useful in ameliorating a state of depression in a 
mammal. Accordingly, the growth hormone secretagogue is useful in 

20 treating and preventing such clinical conditions as affective disorder, 
mood disorder, depression, bipolar manic-depressive illness, psychosis, 
enuresis, deficit hyperactivity disorder, anxiety disorders, post-tramautic 
stress disorder, panic disorder, obsessive-compulsive disorder, bulimia 
nervosa, anorexia nervosia, chronic pain disorder including diabetic and 

25 other peripheral neuropathic syndromes, fibromyalgia, peptic ulcer, 
irritable bowel syndrome, chronic fatigue, cataplexy, migraine, 
enahncement of well being, and the like. In addition, the present 
invention envisions the use of growth hormone secretagogue for ehancing 
mood and general subjective well being in normal patients not suffering 

30 from depression. 

This particular application of growth hormone secretagogues 
provides unexpected benefit relative to die administration of exogenous 
growth hormone. In particular, the growth hormone secretagogue 
enhances the normal pulsatile releases of endogenous growth hormone 
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and thus is more likely to reproduce die natural pattern of endogenous 
growth hormone release, especially with regard to increasing the level of 
endogenous growth hormone prior to or in during the initial onset of 
sleep. Growth hormone secregagogues which are orally active also have 
5 the benefit being able to be administered orally, rather than just 
intravenously, intraperitoneal^ or subcutaneously. 

In addition, the present invention includes within its scope a 
pharmaceutical composition for the prevention or treatment of depression 
comprising, as an active ingredient, at least one growth hormone 

10 secretagogues in association with a pharmaceutical carrier or diluent 
Optionally, the active ingredient of the pharmaceutical compositions can 
comprise an anabolic agent in addition to at least one growth hormone 
secretagogue or another composition which exhibits a different activity, 
e.g., an antibiotic growth promoting agent or in combination with a 

IS corticosteroid to minimize the catabolic side effects or with other 
pharmaceutical^ active materials wherein the combination enhances 
efficacy and minimizes side effects. Growth prom o t in g and anabolic 
agents include, but are not limited to, TRH, diethylstilbesterol, estrogens, 
^-agonists, theophylline, anabolic steroids, dehydroepiandrosterone, 

20 enkephalins, E series prostaglandins, retinoic acid, compounds disclosed 
in U.S. Patent No. 3,239345, eg., zeranol, and compounds disclosed in 
U.S. Patent No. 4,036,979, e.g., sulbenox. or peptides disclosed in U.S. 
Patent No. 4,41 1,890. 

The present invention further includes the use of a growth 

25 hormone secretagogue, alone or in combination with an antidepressive 
agent, in the manufacture of a medicament for die the prevention and 
treatement of depressioa 

In addition, the present invention contemplates the use of a 
growth hormone secretagogue for the treatment of depression in 

30 combination with another growth hormone secretagogues such as those 
referenced herein, including the growth hormone releasing peptides 
GHRP-6 and GHRP-1 (described in U.S. Patent No. 4/411,890 and PCT 
publications WO 89/07110, WO 89/071 11) and GHRP-2 (described in 
WO 53/04081) and B-HT920, as well as hexarelin or growth hormone 
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releasing hormone (GHRH, also designated GRF) and its analogs, or 
growth hormone and its analogs, or somatomedins including IGF-1 and 
IGF-2, or with ct-adfenergic agonists such as clonidine or serotonin 
5HTD agonists such as sumatriptan, or agents which inhibit somatostatin 
5 or its release such as physostigmine and pyridostigmine. For example, a 
growth hormone secretagogue may be used in combination with IGF-1 
for the treatment or prevention of depression. 

It will be known to those skilled in the ait that ft ere are 
numerous compounds now being used in an effort to prevent or treat 

10 depression. Combinations of these therapeutic agents some of which 
have also been mentioned herein with a growth hormone secretagogue 
will bring additional, complementary, and often synergistic properties to 
enhance the desirable properties of these various therapeutic agents. In 
these combinations, the growth hormone secretagogue and the therapeuti 

IS agents may be independently present in dose ranges from one one* 
hundredth to one times the dose levels which are effective when these 
compounds and secretagogues are used singly. 

The growth hormone secretagogue may be administered in 
combination with heterocyclic antidepressants, lithium salts, monamine. 

20 oxidase inhibitors, serotonin uptake inhibitors, serotonin reuptake 
inhibitors, and the like. For example, a growth hormone secretagogue 
may be given for die prevention or treatment of mood disorders in 
combination with such compounds as: adatanserin, adinazolaxn, 
alaproclate, aletamine, alpidem, alprazolam, nmedalm. amitriptyline, 

25 amoxapine, aptazapine, azaloxan, azepindole, aztpiamine, binospirone, 
bipenamol, bretazenfl, bupropion, busprione, butacetin, butriptyline, 
caroxazone, cartazolate, riclazindo], cidoxepin, cilohamine, dodazon, 
clomipramine, clorazepate, clozapine, cotinine, cyclindole, cyp diamine, 
cyprolidol, cyproximide, daledalin, dapoxetine, dazadrol, dazepinil, 

30 desipramine, dexamisole, dexhnafen, diazepam, dibenzepin, dioxadrol, 
divalproex, dothiepin, doxepin, duloxetine, edanamine, encyprate, 
etoperidone, fantridone, fenmetozoie, fenmetnunide, fazolamine, 
flesinoxan, fluotracen, fluvoxamine, fluoxetine, fluparoxan, gamfexine, 
glemanserin, guanoxyfen, hydroxyzine, imafen, imiloxan, imipramine. 
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indeloxazine, intriptyline, iprindole, ipsapirone, isocarboxazid, 
ketripramine, lithium, lofepramine, lorazepam, lortalamine, maprotiline, 
melitracen, meprobamate, milacemide, minaprine, mirisetron, 
mirtazapine, moclobemide, modaline, napactadine, napamezole, 
5 nefazodone, nisoxetine, nitrafudam, nomifensine, nortriptyline, 

ocinaplon, octriptyline, ondansetron, opipramol, oxaprotiline, oxazepam, 
oxypertine, panadiplon, pancopride, paroxetine, pazinaclone, 
perphenazine, phenelzine, pirandamine, pizotyline, pridefine, prolintane, 
protriptyline, quipazine, iolicyprine, seproxetine, selegiline, serazapine, 

10 sertraline, sibutramine, sulpiride, suritozole, tametraline, tampramine, 
tandamine, tandospirone, thiazesim, thozalinone, tomoxetine, 
tranylcypromaine, trazodone, trebenzomine, trimipramine, venlafaxine, 
viloxazine, zalospirone, zimeldine, zometapine and the like, and salts 
thereof, as well as admixtures and combinations thereof. 

IS Combinations useful in the management of depression 

include, in addition, growth hormone secretagognes with heterocyclic 
antidepressants, lithium salts, monamine oxidase inhibitors, serotonin 
uptake inhibitors, serotonin reuptake inhibitors, and die like, such as: 
adatanserin, adinazolam, alaproclate, aletamine, alpidem, alprazolam, 

20 amedalin, amitriptyline, amoxapine, aptazapine, azaloxan, azepindole, 
azipramine, binospirone, bipenamol, bretazenO, bupropion, busprione, 
butacetin, butriptyline, caroxazone, cartazolate, ciclazindol, cidoxepin, 
cilobamine, clodazon, clomipramine, clorazepaie, clozapine, cotinine, 
cyclindole, cypenamine, cyprolidol, cyproximide, daledalin, dapoxetine, 

25 dazadrol, dazepinil, desipramine, dexamisole, deximafen, diazepam, 
dibenzepin, dioxadrol, divalproex, dothiepin, doxepin, duloxedne* 
eclanamine, encyprate, etoperidone, fantridone, fenmetozole, 
fenmetramide, fazolamine, flesinoxan, fluotracen, fluvoxamine, 
fluoxetine, fluparoxan, gamfexine, glemanserin, guanoxyfen, 

30 hydroxyzine, imafen, imiloxan, imipramine, indeloxazine, intriptyline, 
iprindole, ipsapirone, isocaiboxazid, ketripramine, lithium, lofepramine, 
lorazepam, lortalamine, maprotiline, melitracen, meprobamate, 
milacemide, minaprine, mirisetron, mirtazapine, moclobemide, modaUne, 
napactadine, napamezole, nefazodone, nisoxetine, nitrafudam. 
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nomifensine, nortriptyline, ocinaplon, octriptyline, ondansetron, 
opipramol, oxaprotiline, oxazepam, oxypertine, panadiplon, pancopride, 
paroxetine, pazinaclone, perphenazine, phenelzine, pirandamine, 
pizotyline, pridefine, prolintane, protriptyline, quipazine, rolicyprine, 
5 seproxetine, selegiline, serazapine, sertraline, sibutramine, sulpiride, 
suritozole, tametraline, tampramine, tandamine, tandospirone, thiazesim, 
thozalinone, tomoxetine, tranylcypromaine, trazodone, trebenzomine, 
trimipramine, venlafaxine, viloxazine, zalospirone, rnndiHiifr 
zometapine and the like, and salts thereof, and combinations thereof. 

10 Especially preferred agents for use in combination with a growth 
hormone secretogogue for the treatment and prevention of mood 
disorders include fluoxetine, paroxetine, sertraline, and salts thereof. 

Typically, the individual daily dosages for these 
combinations may range from about one-fifth of die minimally 

IS recommended clinical dosages to the maximum recommended levels for 
the entities when they are given singly. 

To illustrate these combinations, a growth hormone 
secretagogue effective clinically effective clinically at a given daily dose 
range may be effectively combined, at levels which are equal or less than 

20 the daily dose range, with the following compounds at the indicated per 
day dose range: and salts thereof, and combinations thereof, and the like. 
Naturally, these dose ranges may be adjusted on a unit basis 
as necessary to permit divided daily dosage and, as noted above, the dose 
will vary depending on the nature and severity of the disease, weight of 

25 patient, special diets and other factors. 

Anabolic effects especially in the treatment of geriatric male 
patients are obtained with compounds of this invention in combination 
with anabolic steroids such as debydroepiandrosterone, oxymetholone, 
methyltesterone, fluoxymesterone, restostenme and stanozoloL 

30 These combinations may be formulated into pharmaceutical 

compositions as known in the art and as discussed below. 

A growth hormone secretagogue may be administered alone 
or in combination by oral, parenteral (e.g^ intramuscular, intraperitoneal, 
intravenous or subcutaneous injection, or implant), nasal, vaginal, rectal. 
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sublingual, or topical routes of administration and can be formulated in 
dosage forms appropriate for each route of administration. 

Solid dosage forms for oral administration include capsules, 
tablets, pills, powders and granules. In such solid dosage forms, the 
S active compound is admixed with at least one inert pharmaceutical^ 
acceptable carrier such as sucrose, lactose, or starch* Such dosage forms 
can also comprise, as is normal practice, additional substances other than 
inert diluents, e.g., lubricating agents such as magnesium stearate. 
Illustrative of the adjuvants which may be incorporated in tablets, 

10 capsules and the like are the following: a binder such as gum tragacanth, 
acacia, corn starch or gelatin; an excipient such as microcrystalline 
cellulose; a disintegrating agent such as com starch, pregelatinized starch, 
alginic acid and die like; a lubricant such as magnesium stearate; a 
sweetening agent such as sucrose, lactose or saccharin; a flavoring agent 

IS such as peppermint, oil of wintergreen or cherry. In the case of capsules, 
tablets and pills, the dosage forms may also comprise buffering agents. 
When the dosage unitform is a capsule, it may contain, in addition to 
materials of the above type, a liquid carrier such as fatty oil. Various 
other materials may be present as coatings or to otherwise modify the 

20 physical form of the dosage unit Tablets and pills can additionally be 
prepared with enteric coatings and tablets may be coated with shellac, 
sugar or both. 

Liquid dosage forms for oral administration include 
pharmaceutical^ acceptable emulsions, solutions, suspensions, syrups, 

25 the elixirs containing inert diluents commonly used in the art, such as 
water. Besides such inert diluents, compositions can also include 
adjuvants, such as wetting agents, emulsifying and suspending agents, 
and sweetening, flavoring, and perfuming agents. A syrup or elixir may 
contain the active compound, sucrose as a sweetening agent, methyl and 

30 propyl parabens as preservatives, a dye and a flavoring such as cherry or 
orange flavor. 

Preparations according to this invention for parenteral 
administration include sterile aqueous or non-aqueous solutions, 
suspensions, or emulsions. Sterile compositions for injection may be 
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formulated according to conventional pharmaceutical practice by 
dissolving or suspending the active substance in a vehicle such as water * 
for injection, a naturally occurring vegetable oil like sesame oil, coconut 
oil, peanut oil, cottonseed oil, etc., or a synthetic fatty vehicle like ethyl 

5 oleate or the like. Buffers, preservatives, antioxidants and the like may 
be incorporated as required. Examples of non-aqueous solvents or 
vehicles are propylene glycol, polyethylene glycol, vegetable oils, such as 
olive oil and corn oil, gelatin, and injectable organic esters such as ethyl 
oleate. Such dosage forms may also contain adjuvants such as 

10 preserving, wetting, emulsifying, and dispersing agents. They may be 
sterilized by, for example, filtration through a bacteria-retaining filter, by 
incorporating sterilizing agents into die compositions, by irradiating the 
compositions, or by heating the compositions. They can also be 
manufactured in the form of sterile solid compositions which can be 

15 dissolved in sterile water, or some other sterile injectable medium 
immediately before use. Compositions for rectal or vaginal 
administration are preferably suppositories which may contain, in 
addition to the active substance, excipients such as cocoa butter or a 
suppository wax. Compositions for nasal or sublingual administration are 

20 also prepared with standard excipients well known in the art 

The dosage of active ingredient in the compositions of this 
invention may be varied, however, it is necessary that die amount of die 
active ingredient be such that a suitable dosage form is obtained. The 
active ingredient may be administered to patients (animals and human) in 

25 need of such treatment in dosages that will provide optimal 

pharmaceutical efficacy. The selected dosage depends upon the desired 
therapeutic effect, on the route of administration, and on the duration of 
the treatment The dose will vary from patient to patient depending 
upon the nature and severity of disease, die patient's weight special diets 

30 then being followed by a patient concurrent medication, and other factors 
which those skilled in the ait will recognize. Generally, dosage levels of 
between 0*0001 to 10 mg/kg. of body weight daily are administered to 
patients and animals, e.g., mammals, to obtain effective release of growth 
hormone. The dosage range will generally be about 0.5 mg to 1.0 g. per 
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patient per day which may be administered in single or multiple doses. 
Perferably, the dosage range will be about 0.5 mg to 500 mg per patient 
per day; more preferably about 0.5 mg to 200 mg per patient per day; and 
even more preferably about 5 mg to 50 mg per patient per day. 

5 Pharmaceutical compositions of the present invention may be provided in 
a solid dosage formulation preferably comprising about 0*5 mg to 500 mg 
active ingredient, more preferably comprising about 1 mg to 250 mg 
active ingredient The pharmaceutical composition is preferably provided 
in a solid dosage formulation comprising about 1 mg, 5 mg, 10 mg, 25 

10 mg, 50 mg, 100 mg, 200 mg or 250 mg active ingredient. 

The following examples are provided for the purpose of 
further illustration only and are not intended to be limitations on the 
disclosed invention. 



15 

^Amino-3-methy^N-[2,3,4,5-tet^ 
yWl.V-biphenvll^vnmeth^^ 

20 Step A : 3-A^po-2t3A5-tet^ 

A solution of 922 g (45.6 mmol) of 3-addo-23t4 9 5- 
tetrahy dro- 1 H- 1 -benzazepin-2-one (prepared by the method of Watthey, 
et aL, J. Med. Chem.. 2& 1511-1516 (1985)) in 30 mL methanol was 
hydrogenated at 40 psi in the presence of 1 .0 g of 5 % Pt/C for 4 S hours. 

25 Celite was added and the mixture filtered through a pad of Celite. The 
filtrate was concentrated and allowed to stand for 16 hours at room 
temperature which resulted in formation of crystals. The material was 
isolated by filtration and dried under vacuum to afford 4.18 g (23.7 
mmol, 52%) of the product Hie mother liquors were diluted to 100 mL 

30 with methanol, treated with 2 g of charcoal, filtered through Celite and 
the filtrate concentrated under vacuum to approximatley IS mL. A 
second crop formed yielding 2.02 g of product (1 1 .5 mmol, 25%). 
Another recycling of the mother liquors afforded a third crop of 0.88 g 
(5.0, 11%). A total of 7.08 g (40.2 mmol, 88%) of the product was thus 
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obtained. lH NMR (200 MHz, CDCI3): 1.6 (br s, 2H), 1.80 (m, 1H), 
2.55 (m, 2H), 2.88 (m, 1H), 3.42 (dd; 7Hz, 11Hz; lH) t 6.98 (d, 8Hz, 1H), 
7.2 (m, 3H) t 83 (hr s, 1H). FAB-MS: calculated for C10H12N2O 176; 
fouiuim^+H, 100%). 

5 

Step B : 3mVAmin(>-2.3.4.5-teti^vdm-lH-l-benza^n-2-one 
2.37 g (13.5 mmol) of 3-amino-23,4^-tetrahydK>-lH-l- 
benzazepin-2-one (Step A) and 2.02 g (13.5 mmol) of L-taitaric acid 
were suspended in 40 mL of ethanol. The mixture was gently heated and 

10 complete dissolution achieved by dropwise addition of 5 mL of distilled 
water. The solution was cooled to room temperature and aged overnight 
The solid that formed was removed by filtration, washed with 
ethanol/diethyl ether (1:1) and dried under vacuum to afford 1.75 g of 
crude L-tartrate salt. The mother liquors were evaporated to dryness 

15 under vacuum, redissolved in 40 mL of water and die pH adjusted to 10- 
1 1 by die addition of solid potassium carbonate. The mixture was 
extracted with chloroform (6x20 mL) and die combined extracts washed 
with water (lx) and brine (lx), dried over potassium carbonate, filtered 
and solvents removed under vacuum to afford 1.29 g (733 mmol) of 

20 partially enriched 3(R) amine. The original 1.75 g batch of L-tartrate salt 
was recrystallized twice from aqueous ethanol to afford 1.03 g (3.17 
mmol, 24%) of purified L-tartrate salt with [a]D=-212° (c=l,H20). Hie 
purified L-tartrate salt was dissolved in 20 mL of water and the pH 
adjusted to 10-1 1 by the addition of solid potassium carbonate. The 

25 mixture was extracted with chloroform (5x10 mL); combined extracts 
were washed with water and brine then dried over potassium carbonate, 
filtered and solvents removed under vacuum to afford 522 mg (2.96 
mmol, 22% overall) of die 3(S) amine, [ajD=~446° (c=l,CH30H). The 
remaining L29 g (7.33 mmol) of partially enriched 3(R) amine was 

30 treated with 1.10 g (7.33 mmol) of D-tartaric acid as described above and 
the resulting salt recrystallized twice from aqueous ethanol to afford 1 20 
g of purified D-tartrate salt, [alD=-214° (c=l JfeO). The purified D- 
tartrate salt was dissolved in 20 mL of water and the free base isolated as 
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described abpve to give 629 mg (3.57 mmol, 26% overall) of the 3(R) 
amine, [a]D^455°(c=l,CH30H). 

Step C : 2/2-Dimethvlbutanedidic acid, 4-methvl ester 

5 2£-dimethylsuccinic add (20 g, 137 mmol) dissolved in 200 

mL absolute methanol at 0°C was treated dropwise with 2 mL 
concentrated sulfuric add After die addition was complete, the mixture 
was allowed to warm to room temperature and stirred for 16 hours. The 
mixture was concentrated in vacuo to SO mL and slowly treated with 200 . 

10 mL of saturated aqueous sodium bicarbonate. The mixture was washed 
with hexane (3x) and the aqueous layer removed and cooled in an ice 
bath. The mixture was acidified to pH 2 by slow addition of 6N HQ then 
extracted with ether (8x). The combined extracts were washed with 
brine, dried over magnesium sulfate, filtered and solvents removed in 

IS vacuo. The residue was dried at room temperature under vacuum to 
afford 14.7 g (91.8 mmol, 67%) of a viscous oil that slowly solidified 
upon standing. lHNMR analysis indicates the product is a mixture of 
the title compound and 15% of the isomeric 2,2-dimethylbutanedioic 
add, 1 -methyl ester. NMR (200 MHz, CDCI3) of tide compound: 1 .29 

20 (s, 6H), 2.60 (s, 2H), 3.66 (s, 3H). NMR (200 MHz, CDCI3) of isomer 
1.28 (s, 6H). 2.63 (s, 2H), 3.68 (s, 3H). 

StepD : 3-[Benzyloxycaibonylamino)-3-meihylbutanoic add, 

methyl ester ] : 

25 To 14.7 g (91.8 mmol) of 2^-dtmethylbutanedioic acid-4- 

methyl ester (Step Q, containing 15% of the isomeric 1 -methyl ester 
compound, in 150 mL benzene was added 13 mL of triethylamine (9.4 g, 
93 mmol, 1.01 eq) followed by 21.8 mL diphenylphosphoryl azide (27.8 
g, 101 mmol, 1.1 eq). The mixture was heated under nitrogen at reflux 
30 for 45 minutes then 19 mL (19.9 g, 1 84 mmol, 2 eq) of benzyl alcohol 
was added and refluxing continued for 16 hews. Hie mixture was 
cooled, filtered and the filtrate concentrated to a minimum volume under 
vacuum. Hie residue was redissolved in 250 mL ethyl acetate, washed 
with water (Ix), saturated aqueous sodium bicarbonate (2x) and brine 
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(lx). Hie organic layer was removed, dried over magnesium sulfate, 
filtered and the filtrate concentrated to a minimum volume in vacuo. Hie 
crude product was purified by medium pressure liquid chromatography 
on silica, elating with hexane/ethyl acetate (4:1), to afford 18.27 g (68.9 

5 mmol, 75%) of the title compound as a pale yellow liquid in addition to a 
small amount of pure 3-[benzyloxycaitonylamino>2j2-imetfiylpropanoic 
acid, methyl ester. lH NMR (200MHz, CDC13) of title compound: 1,40 
(s, 6H), 2.69 (s, 2H), 3.63 (s, 3H) t 5.05 (s, 2H), 5.22 (br s, lH) f 7.32 (s. 
5H). 1 H NMR (200 MHz, CDCI3) of 3-[benzyloxycaibonylamino]-2,2- 

10 dimethylpropanoic acid, methyl ester (200 MHz, CDCI3): 1.19 (s, 6H), 
3.30 (d, 7Hz, 2H; resonance collapses to singlet in CD3OD), 3.67 (s, 3H), 
5.09 (s, 2H), 5.22 (br s,lH; resonance not observed in CD3OD), 7.3 (br s, 
5H). 

15 S&SSJb 3.BenzvloxvcaTbonvlamino-3-methvlbutanoic acid 
A solution of 1827 g (68.9 mmol) of methyl 3- 
benzyloxycarbonylamino-3-metbylbutanoate (Step D) in 20 mL of 
methanol at room temperature was treated dropwise with 5 1 mLof 2N 
NaOH (102 mmol, 15 eq). The mixture was stirred at room temperature 

20 far 16 hours then transferred to a separatory funnel and washed with 
hexane (3x). The aqueous layer was removed, cooled to 0°C and slowly 
acidified to pH 2 (paper) by dropwise addition of 6]£ HQ This mixture 
was extracted with ether (6x); combined extracts were washed with IN 
HQ and brine, then dried over magnesium sulfate, filtered and solvent 

25 removed under vacuum to afford 17.26 g (68.7 mmol, 99%) of the 

product lHNMR(200MHz,CDCl3): 1.42(s,6H) f 2.77 (s,2H), 5.06 
(s, 2H), 5.2 (br s, 1H), 7.3 (s, 5H). 

StepP : 3-Benzyloxycaibonylamino-3-niethyl-N-[23,4,5-tetrahydr^ 

30 2^o-lH-^l>CT2a^^3(HHn-b^^^^ 

To a solution of 252 mg (1 .43 mmol) of 3(R>amino-2 l 3,4^- 
tetrahydro-lH-[l]benzazepin-2-one (Step B) in 4 mL of methylene 
chloride at room temperature was added 400 mg (1 .60 mmol, 1 .1 eq) of 
3-benzyloxycarbonylamino-3-methylbutanoic acid (Step E) followed by 
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760 mg (1.7 mmol, 12 eq) benzo triazol- 1 -yloxytris (dimethylamino)- 
phosphonium hexafluoro-phosphate and 030 mL of diisopropyl- 
ethylamine (380 mg, 2.9 mmol, 2 eq). After 3 hours at room temperature, 
die mixture was diluted into 30 mL of ethyl acetate and washed with 5% 
5 aqueous citric acid, saturated aqueous sodium bicarbonate (2x) and brine. 
The organic layer was removed, dried over magnesium sulfate, filtered 
and solvents removed under vacuum. Hie residue was purified by 
medium pressure liquid chromatography on silica, eluting with ethyl 
acetate to afford 586 mg (1.43 mmol, 100%) of the product lHNMR 
10 (200 MHz, CDC33): 138 (s, 3H), 139 (s, 3H), 1.82 (m, 1H), 2.52 (s, 
2H), 2.5-3.0 (m, 3H), 4.51 (m, 1H), 5.07 (br s, 2H), 5.57 (br s t 1H), 6.68 
(d, 7Hz, 1H), 6.97 (d, 8Hz, 1H), 7.1-7.4 (m, 8H), 7.61 (br s, 1H). FAB- 
MS: calculated for C23H27N3O4 409; found 410 (M+H, 100%); 
Ia]D=+137° (c=l, CHa3). 

15 

Step G : frPtenyltettiKQte 

Zinc chloride (33 g, 243 mmol, 0.5 eq) was added to 15 mL 
, of N,N-<iimethylfonnamide in small portions while maintaining the 
temperature below 60°C. The suspension of zinc chloride was cooled to 

20 room temperature and treated with 5.0 g of benzonitrile (48.5 mmol, 1 .0 
eq) followed by 3.2 g of sodium azide (48.5 mmol, 1.0 eq). The 
heterogeneous mixture was heated at 1 15°C with agitation for 18 hours. 
The mixture was cooled to room temperature, water (30 mL) was added 
and the mixture acidified by the addition of 5.1 mL of concentrated 

25 hydrochloric acid. The mixture was cooled to 0°C and aged for one hour, 
then filtered and the filter cake washed with 15 mL of cold 0. IN HQ then 
dried at 60°C under vacuum to afford 638 g (43.7 mmol, 90%) of the 
product 

SfcRii: g-Pfre ffi y^?-trityltemiz9k 

30 To a suspension of 5.0 g (34.2 mmol) of 5-phenyhetrazole in 

55 mL of acetone was added 5.0 mL of triethylamine (3.6 g, 35.6 mmol, 
1 .04 eq). After 15 minutes, a solution of 10.0 g of triphenyl-methyl 
chloride (35*9 mmol, 1.05 eq) in 20 mL of tetrahydrofuran was added and 
the mixture stirred at room temperature for one hour. Water (75 mL) was 
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slowly added and the mixture stirred for (Hie hour at room temperature. 
Hie product was collected by filtration, washed with 75 mL of water and 
dried at 60°C under vacuum to give 13.3 g (34.2 mmol, 100%) of the 
product 

5 

ftSILl: N>Triphenvlmethvl-S-r244 t -methv1biphen-4-vm tetrazole 
A solution of zinc chloride (6.3 g» 46.2 mmol, 0.6 eq) in 35 
mL of tetrahydrofuran was dried over molecular sieves. 5-Phenyl-2- 
trityltetrazole (30.0 g, 77.3 mmol, 1.0 eq) was dissolved in 300 mL of dry 

1 0 tetrahydrofuran and die solution gently stirred while being degassed three 
times by alternating vacuum and nitrogen purges. The stirred solution 
was cooled to -15°C and treated slowly with 50.5 mL of 1.6 M n- 
butyllithium in hexane (80.0 mmol, 1.05 eq) so as to maintain the 
temperature below -5°C. The solution was maintained at -5 to -15°C for 

15 1.5 hours then treated with the dried zinc chloride solution and allowed to 
warm to room temperature. In a separate flask, 4-iodotoluene (20. 17 g, 
92.5 mmol, 1.2 eq) and bis-(triphenylphosphine)nickel (II) dichloride (1.5 
g f 2.3 mmol, 0.03 eq) were dissolved in 60 mL of tetrahydrofuran, then 
degassed and left under an atmosphere of nitrogen. The mixture was 

20 cooled to 5°C and treated with 1 .5 mL of 3.0 M solution of 

methylmagnesium chloride in tetrahydrofuran (4 J mmol, 0.06 eq) so as 
to keep the temperature below 10°C. The solution was wanned to room 
temperature and added, under nitrogen purge, to the arylzinc solution. 
The reaction mixture was stirred vigorously for 8 hours at room 

25 temperature then quenched by the slow addition of a solution of 10 mL of 
glacial acetic acid (1.6 mmol, 0.02 eq) in 60 mL of tetrahydrofuran at a 
rate so that the temperature was maintained below 40°C. The mixture 
was stirred for 30 minutes and 150 mL of 80% saturated aqueous sodium 
chloride was added; the reaction mixture was extracted for 30 minutes 

30 and the layers allowed to separate. The organic layer was removed and 
washed with 150 mL of 80% saturated aqueous sodium chloride buffered 
topH>10by the addition of ammonium hydroxide. The organic phase 
was removed and concentrated under vacuum to approximately 50 mL 
then 250 mL of acetonitrile was added. The mixture was again 
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concentrated under vacuum to SO mL and acetonitrile added to make the 
final volume ISO mL. The resulting slurry was cooled at 5°C for 1 hour 
then filtered and washed with SO mL of cold acetonitrile followed by ISO 
mL of distilled water. The filter cake was air dried to a free flowing solid 
5 then further dried under vacuum at S0°C for 12 hours to afford 30.0 g 
(62.8 mmol, 81%) of the product lH NMR (200 MHz, CDC13): 2.28 (s. 
3H), 6.9-7.05 (m. 10H) f 7.2-7.5 (m, 12H), 7.9 (m, 1H). 

Step J: N-Triphenylmethyl-S-[2-(4*bromomethylbiphen-4-yl)] 

10 tetrazole 

A solution of 3.15 g (6.6 mmol) of N-triphenylmethyl-5-[2* 
(4'-methylbiphen-4-yl)] tetrazole (Step I) in 25 mL of methylene chloride 
was treated with 1.29 g (7.25 mmol t LI eq) of N-bromo-succinimide, 80 
rog (0.5 mmol, 0.07 eq) of AIBN, 200 mg of sodium acetate and 200 mg 

15 of acetic acid. The mixture was heated at reflux for 2 to 16 hours then 
cooled and washed with saturated aqueous sodium bicarbonate. The 
organic layer was removed, dried over sodium sulfate, filtered and 
concentrated to a minimum volume by atmospheric distillation. Methyl t- 
butyl ether was added and distillation continued until almost all the 

20 methylene chloride was removed the the total volume reduce to 
approximately 12 mL and 12 mL of hexanes was then added. The 
mixture was kept at room temperature for 2 hours and the product 
isolated by filtration, washed with hexanes then dried under vacuum at 
50°C to give 2.81g (5.04 mmol 76%) of the product lH NMR (200 

25 MHz, CDCI3): 4.38 (s, 2H), 6.9-8.0 (m, 23H). NMR indicates presence 
of approximately 1% of the starting material and 7% of the dibromo 
derivative. 

StepK: 3-Benzyloxycarbonylamino-3-methyl-N-[23»4^teti^ydn>- 
30 2^xo-l-U2 , KN-trii*enylmethyl)-tetra2ol-5-yl][l,lv 
biphenyl]-4-yl]methyl-lH-l -benzazepin-3(R>yl}- 

frttfrlfflJWde . 

To a solution of 437 mg (1.07 mmol) of the intermediate 

obtained in Step F in 2 mL of dry dimethylfonnamide at room 
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temperature under nitrogen was added 55 mg of 60% sodium hydride oil 
dispersion (33 mg NaH, 1.38 mmol, 1.3 eq). After IS minutes, a solution 
of 715 mg (1-28 mmol, 1.2 eq) N-triphenyl-methyl-S-P^ 1 - 
hiomomethyIbiphen-4-yl)] tetrazole (Step J) in 1.5 mL of dry dimethyl- 

5 formamide was added and the mixture stirred for 90 minutes. The 

reaction mixture was added to 100 mL of ethyl acetate and washed with 
water (2x) and brine. The organic layer was removed, dried over 
magnesium sulfate, filtered and solvents removed under vacuum. 
Purification by medium pressure liquid chromatography on silica, eluting 

10 with ethyl acetate/hexane (1:1), afforded 902 mg (1.02 mmol, 95%) of the 
product *H NMR (200 MHz, CDCI3): 1.38 (s, 3H), 1.39 (s, 3H), 1.68 
(m, 1H), 2.2-2.5 (m, 5H) f 4.44 (m. 1H), 4.67 (d, 14Hz, 1H), 5.06 (s, 2H) f 
5.12 (d, 14Hz, 1H), 5.63 (br 1, 1H), 6.65 (d, 8Hz, 1H). 6.9-7.5 (m, 31H), 
7.85 (m,lH). 

15 

StepL : 3-AmiiK>-3-methyl-N-[23,4,5-tetrahydrch2-oxo- 
tetnizol-5-yl][l,r-biphenyl}^ 

3fRVvl%butanamidff triflnomacftfatr, 

A solution of 902 mg (1 .02 mmol) of the intermediate 
20 obtained in Step H in 5 mL methanol was hydrpgenated at room 

temperature and one atmosphere over 160 mg of 20% Pd(OH)2/C for 14 
hours. The mixture was filtered through Celite and concentrated under 
vacuum. The residue was purified by reverse phase HPLC on C-18, 
eluting with methanol/0.1% aqueous trichloroacetic acid (linear gradient* 
25 60% methanol increased to 80% methanol over 10 minutes) to afford 568 
mg (0.91 mmol, 89%) of the title compound. *H NMR (200 MHz, 
CD3OD): 133 (s, 3H), 137 (s, 3H), 2.0-2.6 (m, 6H), 435 (dd; 7, 11 Hz; 
1H), 4.86 (d, 15 Hz, 1H), 520 (d, 15 Hz, 1H), 7.00 (d, 8 Hz, 2H), 7.15- 
7.35 (m,6H), 7.45-7.70 (m,4H). PAB-MS: calculated for C29H31N7O2 

30 509; found 510 (M+H, 100%). 
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EXAMPL J«2 

3-[(2(R>-Hydroxypropyl)amino]-3-methyl-N-[2,3,4,S-tetrahydro-2-oxc>- 
l-[t2'-(lH-tetrazol-5-yl)[l,l-biphenyl]^yl]methyl]-lH-l-beiua2epin- 
5 3(RVvn-butanamide 

Step A : 3-I(2-(R)-Benzyloxypropyl)amino]-3-niethyl-N-[2 T 3,4,5- 

tetrahydro-2-oxo- 1 - [[2 , -( 1 H-tetrazol-5-yl)[ 1 , 1 '-biphenyl]-4- 
yl]methyl]-lH-l-benzazepin-3(R)-yl]butananiide, 

10 trifluoroacetate 

The title compound was prepared from 3-amino-3-metbyl-N- 

[23,4,5-tetnmydro-2-c*o-H[2HlH^^ 

yl]metbyl]-l H-l -benzazepin-3(R)-yl]butanamide, trifluoroacetate 
(Example 1) and (B>2-benzyloxlpropanal (prepared from ethyl-D-lactate 

IS according to the procedure of Hanessian and Kloss, Tetrahedron Lett . 26, 
1261-1264 (1985) by the procedure described in U.S. Patent No. 
5,206,235, Example 86, Step A. NMR (200MHz, CD3OD): 1.25 (d, 
6Hz, 3H), 1.35 (s, 6H), 2.11 (m. 1H), 2.32 (m, IH), 2J-2.7 (m, 4H), 2.95 
(m, 1H). 3.17 (m. 1H), 3.80 (m, IH), 4.40 (m, 1H), 4.44 (d, 11Hz, 1H), 

20 4.64 (d, 1 1Hz, IH), 4.90 (d, 15Hz, IH), 5.02 (<L 15Hz, IH), 6.99 (d, 8Hz, 
2H), 7.1-7.7 (m,15H). FAB-MS: calculated for C39H43N7O3 657; 
found 658 (M+H. 100%). 

StepB: 3-l(2<R)-HydToxypropyl)amino)-3-methyl-N-[23,4^- 
25 tetrahydro-2-oxo-l-[[2'-(l H-tetrazol-5-yl)[ 1, 1'-biphenylM- 

y]]methyl J- 1 H- 1 -benzazepin-3(R>-yl] butanamide, 

trifluoroacetate 

The title compound was prepared from the intermediate 
obtained in Step A by the procedure described in U.S. Patent No. 
30 5,206,235, Example 86, StepB. >HNMR (400MHz. CD3OD): 1.22 (d. 
6Hz, 3H), 1 37 (s, 3H), 1.39 (s, 3H), 2.10 (m, IH), 2.31 (m, IH), 2.45- 
2.70 (m, 4H), 2.81 (dd; 10, 12Hz; IH), 3.08 (dd; 4, 12Hz; IH), 3.92 (m, 
IH), 436 (dd; 7, 11Hz; IH), 4.93 (d, 15Hz, IH). 5.17 (d, 15Hz, IH), 7.04 
(d, 8Hz, 2H), 7.19 (d, 8Hz, 2H), 7.20-735 (m. 4H), 734 (m, 2H), 7.65 
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(m,2H). FAB-MS: calculated for C32H37N7O3 567; found 568 (M+H, 
45%). 

EXAMPLE 3 (METHOD 11 

5 

N-[l(RM(l,2-Dihydro-l-me^ 
r-yl)carbonyl]-2^henylmethyto 

methvlpropanamide ~ _ 

10 Step A: 1,2-DihydroO-raethanesulfonyk^^ 

piperdinelhvdrochloride 

To a solution of 1.20 g (5.8mmol) of 1 -methyl- 1 ,2-dihy dro- 
spiro[3H-indole~3,4'-piperdine] (prepared as described by H* Ong, et al. v 
J. Med. Chem „ 21 98 1-986 (1983)) in 20 roL of dry dichloxomethane at 

15 0°C was added triethylamme (0*90 mL; 6.4 mmol) and methanesulfonyl 
chloride (0.49 mL; 6.35 mmol) and stirred for 30 min. The reaction 
mixtuie was poured into 15 mL of saturated aqueous sodium bicarbonate 
solution and extracted with dichloromethane (2X10 mL). The combined 
organics were washed with brine (20 mL), dried over anhydrous 

20 potassium carbonate, filtered and the solvent removed under reduced 
pressure to yield 1.44 g of the methanesulfbnamide derivative as pale 
yellow oil which was used without purification. 

To a solution of above crude product in 20 mL of dry 1,2- 
dichloroethane at 0°C was added 1.0 mL (930 mmol) of 1-chloroethyl 

25 chlorofbrmate, and then stirred at RT for 30 min and finally at reflux for 
lh. The reaction mixture was concentrated to approximately one third of 
, the volume and then diluted with 20 mL of dry methanol and refluxed for 
1 »5h. The reaction was cooled to RT and concentrated to approximately 
one half of the volume. The precipitate was filtered and washed with a 

30 small volume of cold methanol. This yielded 1 .0 g of the piperidine HQ 
salt as a white solid. The filtrate was concentrated and a small volume of 
methanol was added followed by ether. The precipitated material was 
once again filtered, washed with cold methanol, and dried. This gave an 
additional 0.49 g of the desired product. Total yield 1.49 g (70%). 
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1H NMR (CDCfe, 200MHz) 6 7.43-7.20 (m, 3H), 7.10 (dd, lH) t 3.98 (bs, 
2H), 3.55-3.40 (bd, 2H) t 3 .35-3.10 (m, 2H), 2.99 (s, 3H), 2.15 (t, 2H), 
2.00 (t,2H). 

5 Step Br N-[ 1 (RM( 1 ,2-Dihydro- 1 «methanesulfonylspiit>[3H-indole- 
3,4'-pipenlin>r-yl)carbonyl]-2-(phenyto^ 
[(1 , 1 ^imethylethoxy)caibonyl]amina-2-inethyl- 

To 0.35g (1.15 mmol) of (2R>-2-[(l>dimethylethoxy)- 

10 c^onyl]artum>-3-[2-(phenylmethyloxy)ethyl}-l-propaiioic acid in 13 mL 
of dichloromethane was added 1 ,2-dihydro- 1 -methanesulf onylspiro-[3H- 
indole-3,4-piperdine] hydiochloride (0.325 g; 1.07 mmol), 0.18 mL (1.63 
mmol) of N-methylmorpholine, 0.159 g (1.18 mmol) of 1- 
bydroxybenztriazole(HOBT) and stirred for 15 min. EDC (031 g; 1.62 

15 : mol) was added and stirring was continued for lb. An additional 60 |iL 
of N-methyhnorpholine was added and stirred for 45 min. The reaction 
mixture was poured into 5 mL of water and the organic layer was 
separated. The organic layer was washed with 5 mL of 0.5N aqueous 
hydrochloric acid and 5 mL of saturated aqueous sodium bicarbonate 

20 solution. The combined orgamcs were dried over anhydrous magnesium 
sulfate, and concentrated to yield 0.627 g of the product as a yellow foam 
which was used without purification. 

To a 0.627 g (1.07 mmol) of the above product in 5 mL of 
dichloromethane was added 1.0 mL of triftuoroacetic acid and stirred at 

25 RT for 75 min. An additional 1.00 mL of trifluoroacetic add was added 
and stirred for 10 min. The reaction mixture was concentrated, diluted 
with 5.0 mL of dichloromethane and carefully basified by pouring into 10 
mL of 10% aqueous sodium carbonate solution. The organic layer was 
separated and the aqueous layer was further extracted with 2X1 5 mL of 

30 dichloromethane. The combined organics were washed with 5 mL of 
water, dried over potassium carbonate, filtered and concentrated to give 
the 0.486 g of the amine as a light yellow foam which was used without 
purification. 
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To 0.486 g (1.01 ramoi) of the amine and 10 mL of 
dichloromethane was added 026g (1.28 mmol) of 2-[( 1,1 -dimethyl- 
ethoxy)carbonyl]amino-2-methyl*propanoic acid, 0.173 g (1.28 mmol) of 
1-hydroxybenztriazole (HOBT) and EDC (0.245 g; 1.28 mol) and stiiried 

5 at RT overnight The reaction mixture was poured into 5.0 mL of water 
and the organic layer was separated. The aqueous layer was back 
extracted with 5 mL of dichloromethane. The combined organics were 
washed with S.O mL of 0.5N aqueous hydrochloric acid, 5 mL of 
saturated aqueous sodium bicarbonate solution dried over anhydrous 

1 0 magnesium sulfate, and concentrated to yield 0.75 1 g of die crude 
product as a yellow foam. A solution of this crude product in 
dichloromethane was chromatographed on 25 g of silica gel and eluted 
first with hexanes/acetone/dichloromethane (70/25/5) and then with 
hexanes/acetone/dichloromethane (65/30/5). This gave 0.63 g of the tide 

15 compound as a white solid. lH NMR (CDCI3, 400MHz) Compound 
exists as a 3:2 mixture of retainers 5 7.40-7.10 (m, 6H), 7.06 (d, 1/3H), 
7.02 (t, 1/3H), 6.90 (t, 1/3H). 6.55 (d, 1/3H), 5.15 (m, 1H), 4.95 (bs, 1H), 
4.63 (bd t 1/3H), 4.57-4.40 (m, 2 2/3 H), 4.10 (bd, 1/3H), 4.00 (bd, l/3H) f 
3.82 (t, 1H), 3.78-3.62 (m, 2H), 3.60-3.50 (m, 1H), 3.04 (q, 1H), 2.87 (s, 

20 1H), 2.86 (s, 2H). 2.80-2.60 (m, 1H). 1 .90 (bs, 1H), 2.85-2.75 (in, 1H), 
1.82-1.60 (m, 3H), 1.55-1.45 (m, 1H), 1.45 (s f 4H), 1.42 (s f 2H), L39 (s, 
9H). 

SteDLC; N-[l (RMO ^I^ihydro- l-methanesiilfonylspirot3H-indole- 
25 3.4^piperidinH , -yl)ca^ 

aminrv^mcthvlpinpanflmirie hydmchlmidft 

To 0.637 g (0.101 mmol) of the intermediate from Step B in 
5 mL of dichloromethane was added 25 mL of trifluoroacetic acid and 
stirred at RT for 30 min. The reaction mixture was concentrated to an oil, 
30 taken up in 10 mL of ethyl acetate and washed with 8 mL of 10% 
aqueous sodium carbonate solution. The aqueous layer was further 
extracted with 5 mL of ethyl acetate. The combined organics were 
washed with 10 mL of water, dried over magnesium sulfate, filtered and 
concentrated to give the 0.512 g of the free base as a white foam. 
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To 0.512 g of the free base in 5 mL of ethyl acetate at 0°C 
was added 0.2 mL of saturated hydrochloric acid in ethyl acetate and 
stirred for 1 .5 h. The white precipitate was filtered under nitrogen, 
washed with ether, and dried to give 050 g of die title compound as a 

5 white solid *H NMR (400MHz, CD3OD) Compound exists as 3:2 
mixture of retainers. 5 7.40-7.28 (m, 4H), 7.25-7.17 (m, 2H), 7.08 (t. 
1/3H), 7.00 (t, 173H), 6.80 (d, 1/3H), 5.16 (ddd, 1H), 4.60-4.42 (m, 3H), 
4,05 (t, 1H), 3.90 (bs, 2H) t 3.83-3.70 (m, 2H) # 3.30-3.15 (m, 1H0, 2.97 (s t 
1H), 2.95 (s, 2H), 2.90-2.78 (m, 1H), 1.96 (t, 1/3H), 1.85-1 .65 (m, 4H) f 

10 1.63 (s,2H), 1.60(s, 4H). 

EXAMPLE 3 fMETHQP 2) 

N-[l(RM(l,2-Dihydro-l-meth^ 
15 1-yl) carfaonyl]-2-(phenylmethyloxy)ethyl}-2-aniino-2- 

mefhyipropaiBmidp 

Step A: (2RH[(-2-(U^methyletl»^ 

dimethyl-l K>xoethyl] amino-2-(phenylmethoxy)ethyrj - 1 - 

20 propffllpfc acid flflyl ^ey 

Prepared from (2R)-2-[(14-dimethylethoxy)carbonyl]- 
amino-3-(pbenylmethyloxy)ethyl-propanoic acid and allyl alcohol by 
carrying out the coupling reaction in CH2CI2 in the presence of EDC and 
DMAP. 1H NMR (400MHz, CDCI3) 6 725 (s, 5H), 5.8 (m, 1H), 5.2 
25 (dd, 2H) f 5.0 (bs, 1H), 4.7 (m t lH) f 4.6 (m t 2H), 4.4 (dd, 2H), 3.9 (dd, 
1H), 3.6 (dd, 1H), 1.45 (d, 6H) t L39 (s, 9H). 

StepB: (2R>[U-2<l,l-dime%lethoxy)carbonyl]aii^o]-2^ 

dimethyl-l^xoelhyl]amino-2-(phenylmeth)doxy)ethyl)-l" 

30 prepOTofcftpjjfl 

To a stirred solution of the crude intermediate obtained in 
Step A (6.7 g, 155 mmol), tetrakis (tripbenylphosphine)-paUadium (1.8 
g, 0.1 eq) and, tripbenyl phosphine (125 g, 03 eq) was added a solution 
of potassium-2-ethyl bexanoate (35 mL, 05M solution in EtOAc). The 
35 reaction mixture was stirred at room temperature under nitrogen 
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atmosphere for lh and then diluted with ether (100 mL) and poured into 
ice-water. The organic layer was seperated and the aqueous fraction was 
acidified with citric acid (20%) v then extracted with EtOAc. The EtOAc 
extracts were washed with brine, dried over magnesium sulfate, filtered 
5 and evaporated to give the title compound as a solid. lHNMR (400Hz. 
CD3OD) 67.3 (s, 5H), 4.7 (m, 1H), 4.5 (s, 2H) t 4.0 (m, 1H), 3.6 (m, IH), 
L4(d,6H) f 13(s f 9H). 

StepC: N-[ 1 (R>[(1 ^-Dihydro- l-methanesulfonylspiro[3H-indole- 
10 3,4-pipeniin]- 1 -yl)caibonyl>2^henylmethyloxy)ethyl]-2- 

[(l,l-dimethyl-ethoxy)carbonyl]amino-2-methyl- 

propapaipi^e 

To a solution of 1.0 g (3.44 mmol) of l-methanesulfonyl- 
spiro[indoline-3,4-piperidine] hydrochloride, 1.44 g (3.78 mmol) of 

1 5 (2RM[-2-(l J-<timetbylethoxy)cart»nyl)am 

ethyl)-amino-2-(phenylmettiyloxy)ethyl)-l*propanotc acid, N-methyi 
morpholine (0.S8 mL; 5.20 mmol), and 1 -hydroxybenztriazole (HOBT) 
(0.58 g; 3.78 mmol), in 50 mL of dichloromethane was added EDC (1.03 
g; 5.20 mmol) and stirred at RT for 16h. The reaction mixture was 

20 diluted with an additional 50 mL of dichloromethane and washed with 
aqueous sodium bicarbonate solution (50 mL), dried over anhydrous 
magnesium sulfate, filtered, and concentrated. Flash chromatography (50 
g silica gel) of the crude oily residue gave 2.148 g (90%) of the desired 
material as a colorless foam. *H NMR (CDQ3, 400MHz) Compound 

25 exists as a 3:2 mixture of retainers 5 7.40-7.10 (m, 6H), 7.06 (d, 173H), 
7.02 (t, 1/3H), 6.90 (t, 1/3H), 6.55 (d, 1/3H), 5.15 (m, 1H), 4.95 (bs. 1H), 
4.63 (bd, 1/3H), 4.57-4.40 (m, 2 2/3 H), 4.10 (bd, 173H), 4.00 (bd, 1/3H), 
3.82 (t, 1H), 3.78-3.62 (m, 2H), 3.60-3.50 (m, 1H), 3.04 (q, 1H), 2.87 (s, 
1H), 2.86 (s, 2H), 2.80-2.60 (in, 1H), 1.90 (bs, IH), 2.85-2.75 (m, lH) t ' 

30 1.82-1.60 (nu 3H), 1.55-1.45 (m, 1H), 1.45 (s, 4H), 1.42 (s. 2H), 1.39 (s, 
9H). 
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StepD: N-[l(RM(l£-Daydro-^ 

3,4'-piperdin]-r-yl)carbonyl]-2-(phOT^ 

To a solution of 2.148 g (3.41 mmol) of the intermediate 
5 from Step Cin lOmLof dichloromethane was added 5 mLof 
trifluoroacetic acid and stirred for lh. Hie reaction mixture was 
concentrated and basified with 100 mL of 5% aqueous sodium carbonate 
solution and extracted with dichloromethane (3XS0 mL). The combined 
organics were washed with brine (SO mL), dried over anhydrous 

10 potassium carbonate, filtered, and concentrated to yield a colorless foam. 
To a solution of the foam in 25 mL of ethyl acetate at 0°C was added 4 
mL of 1M solution of hydrochloric acid in ethyl acetate. The precipitate 
was filtered and washed firet with ethyl acetate and then with ethyl 
acetate-ether (1:1), dried to yield 1.79 g (93%) of the title compound as a 

15 colorless solid. lH NMR (400MHz, CD3OD) Compound exists as 3:2 
mixture ofrotamers. 8 7.40-7.28 (m, 4H). 7.25-7.17 (m, 2H), 7.08 (t, 
1/3H). 7.00 (t, 1/3H), 6.80 (d, 1/3H), 5.16 (ddd, 1H). 4.60-4.42 (m, 3H), 
4.05 (t, 1H), 3.90 (bs, 2H), 3.83-3.70 (m, 2H), 3.30-3.15 (m, 1H0, 257 (s, 
1H), 2.95 (s, 2H), 2.90-2.78 (m, 1H), 1.96 (t, 1/3H), 1.85-1.65 (m, 4H), 

20 1.63 (s,2H), 1.60 (s, 4H). 

EXAMPLE 4 

N-[l(RM(1.2-Dihydro-l-methaiiesu^ 
25 1 -yl)cart)onyl]-2-(phenylmethyloxy)e^ 

pronanamide methmesnlfcnatE 

This compound was prepared by the treating the free base 

obtained in Example 4, Step D, with methane sulfonic acid. The title 

compound was obtained by recrystallizing it from ethyl acetate-ethanol- 
30 water. m.p. » 166M68°C 



Printed from Mimosa 01/08/1898 14:14:30 page -45- 



WO 97/41878 



PCT/US97/D7508 - 



-44- 

Procedure for Manufacturing Tablets of 5.0 mg Potency Active 

Ingredient 

5 

Ingredient PgrTO?ta 

Active Ingredient 5.91 mg 147.8 g 

(N-[ 1 (RM( 1 ^-dihydio- 1 -methane- 
10 sulfony!spiio[3H-indole-3 > 4 , -pipeidin> 
r-yl)aul^yl>2-<phenylmethyloxy> 
ethyl}-2*^inino-2-methylpropananiide 
metfaanesulfonate) 

IS Calcium Phosphate Dibasic 188.10 mg 4.70 kg 

Starch Pregelatinized 120.00 mg 3.00 kg 
NF1500 

Microciystalline Cellulose NF 60.00 mg 1 .50 kg 
AvicelPHlOl 

20 Magnesium Stearate Impalpable 2.00 mg 50,0 g 
Powder NF 

Croscannellose Sodium NF 24.00 mg 600 g 

Ethanol95% 30 |d 750 ml 

Water purified 90 pi 2251 
25 (Tablet Weight = 400 g) 



The active ingredient (equivalent to 5.0 mg anhydrous free 
base par tablet) was mixed with the calcium phosphate dibasic, the starch 
pregelatinized NF 1000 9 die microcrystalline cellulose NF 9 and half of the 

30 croscannellose sodium NF in a high Fielder 10/25 mixer for about 6 
minutes. Hie 25% ethanol/waier granulating solution was slowly added 
to the powder mixture with the mixer running over a period of about 1 .5 
minutes then granulated for about 8 minutes to form granules. The wet 
granules were dried at about 47°C (range 46 to 48°Q in a tray dryer or a 

35 fluid bed dryer for approximately 3.0 hours. The dried granules were 
then milled using a Quadro Comill to achieve fine granules. After 
milling, the remainder of the croscannellose sodium NFS was added to 
the fine granules and mixed in a V blender for about 10 minutes. 
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Magnesium stearate impalpable powder NF was added to this blend 
through a 60 mesh stainless steel screen and blended in the V blender for 
about 1 minute. The lubricated mixture was compressed to provide 
tablets of 5.0 mg active ingredient (free base equivalent). 

EXAMPLES 

Procedure for Manufacturing Coated Tablets of 5.0 mg Potency Active 
ItogreflCTt ; 



Ingredient Per Tablet Pflr^S.QQQ TafrlstS 

Hydroxypropyl Methylcellulose 3.2 mg 80 g 

USP(HPMQ 

Hydroxypropyl Cellulose NF 32 mg 80.0 g 

15 with < 03% Silica (HPC) 

Titanium Dioxide USP 1.28 mg 32.0 g 

Talc USP Purified 0.32 mg 8.0 g 

Water Purified To 80 pi To 200 ml 

(Film Coated Tablet Weight = 408 g) 

20 

The titanium dioxide and talc, USP were mixed and 
passed through a 60 mesh stainless steel screen. This mixture was mixed 
with HPMC and HPC to form a dry blend. The dry blend was added to 
water (20 ml) which was previously heated to 90°C with mild agitation to 
25 ensure that the blend is wetted to form a slurry. The remainder of the 
water (up to 32 ml) was added to the slurry at ambient temperature with 
gentle agitation to form a suspension. The suspension was (hen applied 
to die tablets from the previous Example using the following guidelines 
to provide the coated tablets. 
30 Pan: suitable size 

Pan Speed: 20 RPM 
Nozzles: 2850 liquid/120 air 
Inlet Temperature: 85°C 
Bed Temperature: 47°C 
35 Spray Rate: ca. 2.0 g/minute/kg Tablets 
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Procedure for Manufacturing Tablets of 25 mg Potency Active 

5 

fogredfent Per Tablet Pgr 25,QQ0Tftb|e^ 

Active ingredient 29 J55 mg 738.75 g 

(N-[l(RH(lt2-dihydro-l-inethane- 
1 0 stdfonylsiriro[3H-indole-3,4 , -piperdin> 
1 f -yl)caibonyl]-2-(phenylniethyloxy)- 
ethyl]-2-amiiK)-2-methylpropanajiiide 
metbanesulfonate) . 

15 Calcium Phosphate Dibasic 174.46 mg 4.361kg 

Standi Pregelatinized 1 13.00 mg 2.825 kg 
NF1500 

20 Microcrystalline Cellulose NF 57.00 mg 1.425 kg 
AvicelPHlOl 



25 



Magnesium Stearate Impalpable 2.00 mg 50.0 g 
Powder NF 

Croscannellose Sodium NF 24.00 mg 600 g 

Ethanol95% 30 jd 750 ml 

30 Water purified 90 jd 2.251 

(Tablet Weigfct = 400 g) 

The active ingredient (equivalent to 25 mg anhydrous free 
base per tablet) was mixed with die calcium phosphate dibasic, the starch 
35 pregelatinized NF 1000, the microcrystalline cellulose NF, and half of the 
croscannellose sodium NF in a high shear granulator Fielder 10/25 mixer 
for about 6 minutes. The 25% ethanol/water granulating solution was 
slowly added to the powder mixture with the mixer running over a period 
of about 1.5 minutes then granulated for about 8 minutes to form 
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graoules. Hie wet granules were dried at about 47°C (range 46 to 48°Q 
in a tray dryer or a fluid bed dryer for approximately 3.0 hours. The dried 
granules were then milled using a Quadro Comill to achieve fine 
granules. After milling, the remainder of the croscarmellose sodium NFS 
was added to the fine granules and mixed in a V blender for about 10 
minutes. Magnesium stearate impalpable powder NF was added to this 
blend through a 60 mesh stainless steel screen and blended in the V 
blender for about 1 minute. The lubricated mixture was compressed to 
provide tablets of 25 mg active ingredient (free base equivalent). 



10 



15 



Procedure for Manufacturing Coated Tablets of 25 mg Potency Active 

Ingredient 

Ingredient Per Tablet Per 25.0QQ Tftbtels 

Hydroxypropyl Methylcellulose 3.2 mg 80 g 

USP(HPMC) 

20 Hydroxypropyl Cellulose NF 3.2 mg 80.0 g 

with < 03% Silica (HPQ 

Titanium Dioxide USP 1.28 mg 32.0 g 

25 Talc USP Purified 0.32 mg 8.0 g 

Water Purified To80ul To 200 ml 

(Film Coated Tablet Weight = 408 g) 

30 Using essentially the procedure of Example 9 and applying 

the suspension to the tablets from the previous Example, 25 mg potency 
coated tablets were formed. 
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While the invention has been described and illustrated with 
reference to certain particular embodiments thereof, those skilled in the 
art will appreciate that various adaptations, changes, modifications, 
substitutions, deletions, or additions of procedures and protocols may be 

5 made without departing from the spirit and scope of the invention. For 
example, effective dosages other than the particular dosages as set forth 
herein above may be applicable as a consequence of variations in the 
responsiveness of the mammal being treated for any of tide indications 
with the compounds of the invention indicated above. Likewise, die 

10 specific pharmacological responses observed may vary according to and 
depending upon die particular active compounds selected or whether 
there are present pharmaceutical carriers, as well as the type of 
. formulation and mode of administration employed, and such expected 
variations or differences in the results are contemplated in accordance 

15 with the objects and practices of the present invention. It is intended, 
therefore, that the invention be defined by the scope of the claims which 
follow and that such claims be interpreted as broadly as is reasonable. 
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WHAT IS CLAIMED IS: 

1 . A method for the prevention or treatment of 
depression in a mammal which comprises administering an effective 

5 amount of a growth hormone secretogogue. 

2. The method of Claim 1 wherein the growth hormone 
secretagogue is an orally active growth hormone secretagogue. 

10 3 - The method of Claim 2 wherein the growth hormone 

secretagogue is orally administered. 



4. The method of Claim 1 wherein the growth hormone 
secretagogue is a non-peptidal growth hormone secretagogue. 

5. The method of Claim 1 wherein the mammal is a 

human. 

6J The method of Claim 4 wherein die growth 
horomone secretagogue is able to induce die engogenous release of 
gro wth hormone or growth hormone-releasing hormone in the first 
few hours following sleep onset, or alternatively in die period 
immediately preceding sleep onset 
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7. The method of Claim 1 wherein the growth hormone 
secretogogue is selected from the group consisting of: 

R,-C-N-C— A— N R -C-N-C— A — 

O "* o «s 



c=o 

i 




4v 

*3b 

Formula I Formula II 

5 wherein: 

Rl is selected from the group consisting of: 
-Ci-Cjo alkyl, -aryl, -aryWCl-C6 alkyl), 

-C3-C7 cycloalkyl-(Ci-Cf5alkyD. -Ci-C5alkyl-K-Ci-C5 alkyl. -aryl(Co- 
C5alkyl)-K-<Cl-C5 alkyl), 
10 -C3-C7 cycloalkyl(Cf>C5 alkyl>K-(Ci-C5 alkyl), 

wherein K is O. S(Ohn, N(R2>C(0), C(0)N(R2), OC(0), C(0)0. or 
-CR2=CR2-. or -C=C-, 

and wherein the aryl groups are as defined below and die R2 and alkyl 
groups may be rather substituted by 1 to 9 halogen, S(0)mR2a. 1 to 3 
15 OR2a. or C(0)OR2a» and the aryl groups may be further substituted by 
phenyl, phenoxy, halophenyl, 1-3 C1-C6 alkyl, 1 to 3 halogen, 1 to 2 
-OR2, methylenedioxy, -S(0) m R2. 1 to 2 ^CF3, -OCF3, nitro, 
-N(R2)(R2), -N(R2)C(0)R2, -C(0)OR2, -C(0)N(R2)(R2), 
-S02N(R2)(R2). -N(R2)S(0)2 aryl, and -N(R2)S02R2; 

20 
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R2 is selected from the group consisting of: 

hydrogen, C1-C6 alkyl, C3-C7 cycloalkyl, and where two C1-C6 alkyl 
groups are present on one atom, they may be optionally joined to form a 
C3-C8 cyclic ring optionally including oxygen, sulfur or NR2a # . 
5 R2a is hydrogen, or C1-C6 alkyl; 

R3a and R3b are independently selected from the group consisting of: 
hydrogen, halogen, -C1-C6 alkyl, -OR2, cyano, -OCF3, methylenedioxy, 
nitro, -S(0) m R. -CF3 or -C(0)OR2 and when R3a and R3b are in an 
10 ortho arrangement, they may be joined to form a Cs to Cg aliphatic or 
aromatic ring optionally including 1 or 2 heteroatoms selected from 
oxygen, sulfur or nitrogen; 

R4 and R5 are independently selected from the group consisting of: 
15 hydrogen, -Cl-Q> alkyl, substituted C1-C6 alkyl wherein the substituents 
are selected from 1 to 5 halo, 1 to 3 hydroxy, 1 to 3 
Cl-ClO alkanoyloxy, 1 to 3 C1-C6 alkoxy, phenyl, phenoxy, 2-furyl, Ci- 
C6 alkoxycarbonyl, -S(0)m(Cl-C6 alkyl); or R4 and R5 can be taken 
together to form -(CH2)rL a (CH2)s- where La is -C(R2)2-, -O-, -S(0)m-* 
20 or -N(R2K where r and s are independently 1 to 3 and R2 is as defined 
above; 

R6 is hydrogen or C1-C6 alkyl; 

A is: 

— (CH 2 ) x -(j;— (CH^— 
or 

— Z^CH^-C— (CH^— 
25 Rtb 
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wherein x and y are independently 0-3; 
ZisN-R2orO; 

R7 and R7a are independently selected from the group consisting of: 
5 hydrogen* -C l-Qj alkyl, -OR2, trifluoromethyl, phenyl, substituted 

C1-C6 alkyl where the substituents are selected from imidazolyl, phenyl, 
indolyl, p-hydroxyphenyl, -OR2, 1 to 3 fluoro. -S(0)mR2. -C(0)OR2. 
-C3-C7 cycloalkyl, -N(R2)(R2)» -C(0)N(R2)(R2); or R7 and R7a can 
independently be joined to one or both of R4 and R5 groups to fonn 
10 aDcylene bridges between the terminal nitrogen and the alkyl portion of 
the R7 or R7a groups, wherein the bridge contains 1 to 5 carbons atoms; 

B, D, E, and F are independently selected from the group consisting of: 
-C(R8)(RlO)-. -0-. C=O t -S(0)nr. or -NR9-t such that one or two of B, 
IS D, E, or F may be optionally absent to provide a 5, 6, or 7 membered 
ring; and provided that B, D, E and F can be -C(R8XRl0>- or 0=0 only 
when one of die remaining B, D r E and F groups is simultaneously -Os 
-S(0)m-»or-NR9-»or 

B and D, or D and E taken together may be -N=CRlO- or -CR]0=N-, 
20 or B and D t or D and E taken together may be -CR8=CRi(K provided 
one of the other of B and E or F is simultaneously -O-, -S(0)nr» or -NR9; 

R8 and RlO are independently selected from the group consisting of: 
hydrogen, -R2, -OR2, (-CH2)q-aryl, KCH2)q-C(0)OR2, -(CH2)<r 
25 C(0)0(CH2)q-aryl f or -(CH2)q-(lH-tetraw)l-5-yl), where the aryl may be 
optionally substituted by 1 to 3 halo, 1 to 2 C]-Cg alkyl, 1 to 3 -OR2 or 1 
to2-C(0)OR2; 

R9 is selected from the group consisting of: 
30 -R2, -(CH2)q-aryl, -C(0)R2, -C(0)(GH2)q-aryi, -SO2R2, 
-S02(CH2)q-aryl s -C(0)N(R2)(R2), ^(0)N(R2)(CH2)q-aryU 
-C(0)0R2, l-H-tetrazol-5-yl, -SO3H, -SO2NHO5N, -S02N(R2)aiyl, 
-S02N(R2)(R2). 
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and wherein the (CH2)q may be optionally substituted by 1 to 2 C1-C4 
alkyl, and the R2 and aryl may be optionally further substituted by 1 to 3 
-OR2a, -0(CH2)q aryl, 1 to 2 -C(0)OR2a, 1 to 2 -C(0)0(CH2)q aryl, 1 
to 2 -C(0)N(R2a)(R2a). 1 to 2 -C(0)N(R2a)(CH2)q aryl, 1 to 5 halogen, 
5 1 to 3 C1-C4 alkyl, lA4-triazolyl, l-H-tetrazol-5-yl, -C(0)NHS02R2a, 
-S(0)mR2a, -C(0)NHS02(CH2)q-aryl, -S02NHCsN, -S02NHC(0)R2a. 
-S02NHC(0)(CH2)qaryU -N(R2)C(0)N(R2a)(R2a). 
-N(R2aXXO)N(R2aKCH2)q-aryl 1 -N(R2a)(R2a), -N(R2a)C(0)R2a, 
-N(R2a)C(OKCH2)q aryl, -OC(0)N(R2aXR2a), -OC(0)N(R2a)(Clf2)q 
10 aryl, -S02(CH2)qCONH-(CH2)wNHC(0)Rii, 

wherein w is 2*6 and Rll may be biotin, aryl, or aryl substituted by 1 or 2 
OR2. 1-2 halogen, azido or nkro; 

m is 0, 1 or 2; 

15 

nisi, or 2; 

q may optionally beO, 1, 2, 3, or 4; and 

20 G, H, I and J are carbon, nitrogen, sulfur or oxygen atoms, such that at 
least one is a heteroatom and one of G, H, I or J may be optionally 
missing to afford a 5 or 6 membered heterocyclic aromatic ring; 
and pharmaceutical^ acceptable salts and individual diastereomers 
thereof. 

25 
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8. The method of Claim 1 wherein the growth hormone 
secretogogue is selected from the group consisting of: 

1 ) N-[l (RH(1 ^-Dihydn^l-methanesulfonylspirofSH-indole-S,^- 

5 piperidin]- 1 '-yl)carbonyI>2-(lH-indoI-3-yl)ethyl>2-amino-2-methyl- 
propanamide; 

2) N-[l (R)-[(l £-Dihydro-l-medianecafbon 
piperidta]-l'-yl)carbonyl]-2-(lH-)nfo^^ 

10 propanamide; 

3) N-[l(RH(l,2-Dihydro-l-be^^ 

piperidin> 1 -yI)carbonyl]-2-(lH-indol-3-yl)ethyl>2-amino-2-methyK 
propanamide; 

is 

4) N-[l(RM(3,4-DUiydn>-spiro^ 
carbonyl]-2-(lH-indol-3-yl)ethyl]-2-Qm^ 

5) N-[1(RM(2-Ac*tyl-1.23,^^ 

20 piperidin]* 1 , -yl)carbonyl]-2-(indol-3-yl)e^hyl]-2-amino-2-methyl- 
propanamide; 

6) N-[l(R)-[(l t 2.Dihydn)-l-methanesulfonylspin)^^ 
pipeiidin]-l-yDcarbonyl}-2^henylmethyloxy)ethyl>2-amino-2- 

25 methylpropanamide; 

7) N^l(R>-[(l>I>ihydro-l-methanesulfonyl^ 
piperidin]-! '-yl)rarbonyl]-2Kphenylme^ 
methylpropanamide mesylate salt; 

30 

8) N-[l(RM(l,2-Dihydro-l-methM 
piperidin]-r-yl)c^bonyl]-2-(2\6^ 
amino-2-methylpropanamide; 
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9) N-[l(RM(l,2-Dihydio-l-me 

3,4'-piperidin]- 1 -yl)carbonyl]-2-(phenylmethyIoxy)ethyl]-2-aminc>-2- 
raethylpropanamide; 

5 10) N-[l(SM(1.2-DihydiD-l-^^ 

piperidm]-l'.yl) carbonyl]-2-(phenylinethylthio)ethy^2-amino-2- 
methylpiopanamide; 

11) N-[l(RM(l*2-Dihydro-l-meth^ 

10 piperidin]- 1 -yl)carbOTyll-3-phenylpropyU 
propanamide; 

12) N-[l(RM(l»2-Dihydro~l-in^ 

piperi(^]-lVyl)carbonyl>3^yclohexy]prDpy])-2-amino-2-medjyl- 
IS propanamide; 

13) N-[l(RH(12-Dihydro-l-roe^^ 

piperidin]- 1 -y l)caibonyl]-^phenyIbutyl]-2-amino-2-methyl- 
propanamide; 

20 

14) N-tl(RH(l^Dfoydio-l-ra^ 
piperi<fin)-l^l)ca^ 
methylpropanamide; 

25 15) N-[l(RM(lt2-DihydiT>-l-methM^ 
3,4^piperidin]-r-yl)caito^ 
2-methylpropanamide; 

16) N-fl(RM(l,2.Dihydio-M2-^ 
30 [3H4ndde-34'-pipe^ 
amino-2-methylpropanamide; 
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17) N-[1(RM(1»2-Dihyd^ 

piperidin]-r-yl)carbonyl]-2-(phenylmeto^^ 

metbylpropanamide; 

5 and pharmaceutical acceptable salts thereof. 

9. The method of Gaim 4 wherein die compound is 
administered in conjunction with an additional growth hormone 
secretogogue which is selected from the group consisting of: GHRP-6, 

10 GHRP-1, GHRP-2, growth hormone releasing factor, an analog of growth 
hormone releasing factor, IGF-1 ; and IGF-2. 

10. A method for the prevention or treatment of 
depression in a mammal which comprises administering an effective 

1 5 amount of a growth hormone secretagogue in combination with an 
antidepressrve agent 
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1 1 . The method of Claim 10 wherein the antidepressive 
agent is selected from: adatanserin, ariinazolam, alapxoclate, aletamine, 
alpidera, alprazolam, amedalin, amitriptyline, amoxapine, aptazapine, 
azaloxan, azepindole, azipramine, binospirone, bipenamol, bretazenil, 

5 bupropion, busprione, butacetin, butriptyline, caroxazone, caitazolate, 
ciclazindol, cidoxepin, cilobamine, clodazon, clomipramine, clorazepate, 
clozapine, cotinine, cyclindole, cypenamine, cypxolidol, cyproximide, 
daledalin, dapoxetine, dazadrol, dazepinil, de&ipramine, dexamisole, 
deximafen, diazepam, dibenzepin, dioxadroU divalproex, dothiepin, 

10 doxepin, duloxetine, eclanamine, encyprate, etoperidone, fantridone, 
fenmetozole, fenmetramide, fazolamine, flesinoxan, fluotracen, 
fluvoxamine, fluoxetine, fluparoxan, gamfexine, glemanserin, 
guanoxyfen, hydroxyzine, imafen, imiloxan, imipramine, indeloxazine, 
intriptyline, tprindole, ipsapiione, isocaiboxazid, ketripramine* lithium, 

IS lofepramine, lorazepam, lortalamine, maprotiline, melitracen, 
meprobamate, milacemide, minaprine, mirisetron, mirtazapine, 
moclobemide, modaline, napactadine, napamezole, nefazodone, 
nisoxetine, nitrafcdam, nomifensine, nortriptyline, otinaplon, 
octriptyline, ondansetron, opipramol, oxaprotiline, oxazepam, oxypertine, 

20 panadiplon, pancopride, paroxetine, pazinaclone, perphenazine, 

phenelzine, pirandamine, pizotyline, pridefine, prolintane, protriptyline, 
quipazine, rolicyprine, seproxetine, selegiline, serazapine, sertraline, 
sibutranrine, sulpiride, suritozole, tametraline, tampramine, tandamine, 
tandospirone, thiazesim, thozalinone, tomoxetine, tranylcypromaine, 

25 trazodone, trebenzomine, trimipramine, venlafaxine, viloxazine, 

zalospirone, zimeldine, zometapine, and salts thereof, and combinations 
thereof. 

12. The method of Claim 10 wherein the mammal is a 

30 human. 
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13. The method of Claim 10 wherein the growth hormone 
secretogogue is selected from the group consisting of: 




Formula I Formula II 

5 wherein: 

Rl is selected from the group consisting of: 
-Ci-CiO alkyl, -aryl, -aryMCi-C6 alkyl), 

-C3-C7 cycloalkyl-(Cl-C6alkyl) t -Cl-Csalkyl-K-Cl-Cs alkyl, -aryKQ)- 
C5alkyl)-K-(Cl-C5 alkyl), 
10 -C3-C7 cycloalkyKQhCs aIkyl>-K-(Cl-C5 alkyl), 

wherein K is O, S(0)m, N(R2>C(0), C(0)N(R2), OC(0), C(0)0, or 
-CR2=CR2-. or -OC-, 

and wherein the aryl groups are as defined below and the R2 and alkyl 
groups may be futher substituted by 1 to 9 halogen, S(0)raR2a> 1 to 3 
1 5 OR2a* 01 C(0)OR2a. and die aryl groups may be further substituted by 
phenyl, pbenoxy, halophenyl, 1-3 Cl-Q> alkyl, 1 to 3 halogen, 1 to 2 
-OR2, methylenedioxy, -S(0) m R2, 1 to 2 -CF3, -OCF3, nitro, 
-N(R2)(R2), -N(R2)C(0)R2, -C(0)OR2, -C(0)N(R2XR2). 
-S02N(R2)(R2) < -N(R2)S(0)2 aryl, and -N(R2)S02R2; 

20 
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R2 is selected from the group consisting of : 

hydrogen, C1-C6 alkyl, C3-C7 cycloaBcyl, and where two C1-Q5 alkyl 
groups are present on one atom, they may be optionally joined to form a 
C3-C8 cyclic ring optionally including oxygen, sulfur or NR2a'» 
5 R2a is hydrogen, or C1-C6 alkyl; 

R3a and R3b are independently selected from the group consisting of: 
hydrogen, halogen, -Cl-Q> alkyl, -OR2, cyano, -OCF3, methylenedioxy, 
nitro, -S(0)niR, -CF3 or -C(0)OR2 and when R3a and R3b are in an 
1 0 ortho arrangement, they may be joined to form a C5 to Q$ aliphatic or 
aromatic ring optionally including 1 or 2 heteroatoms selected from 
oxygen, sulfur or nitrogen; 

R4 and R5 are independently selected from the group consisting of. 

15 hydrogen, -Cl-Q* alkyl, substituted Cl-Q> alkyl wherein die substituents 
are selected from I to 5 halo, 1 to 3 hydroxy, 1 to 3 
Cl-Cio alkanoyloxy, 1 to 3 C1-C6 alkoxy. phenyl, phenoxy, 2-furyl, Ci- 
C6 aBcoxycarbonyl -S(0)m(Ci-C6 alkyl); or R4 and Rs can be taken 
together to form -<CH2)rLa (CH2)s- where La is -C(R2)2-» -0-. -S(0)m- , 

20 or -N(R2>, where rands are independently 1 to 3 and R2 is as defined 
above; 

R6 is hydrogen or Cl-Ctf alkyl; 



A is: 




or 



ft 




25 
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wherein x and y are independently 0-3; 
ZisN-R2orO; 

R7 and R7 a are independently selected from the group consisting of; 

5 hydrogen, -C1-C6 alkyl, -OR2, trifluoromethyl, phenyl, substituted 
C1-C6 alkyl where the substituents are selected from imidazolyl, phenyl, 
indolyl, p-bydroxyphenyl, -OR2, 1 to 3 fluoro, -S(0)mR2, -<XO)OR2» 
-C3-C7 cycloalkyU -N(R2)(R2). -C(0)N(R2)(R2); or R7 and R7a can 
independently be joined to one or both of R4 and R5 groups to form 

10 alkylene bridges between the terminal nitrogen and the alkyl portion of 
the R7 or R7a groups, wherein the bridge contains 1 to 5 carbons atoms; 

B, D % E, and Fare independently selected from the group consisting of. 
-C(Rg)(Rl0h -O. C=0, -S(0)m-. or -NR9-. such that one or two of B, 
15 D f E, or F may be optionally absent to provide a 5, 6 t or 7 membered 
ring; and provided that B, D, E and F can be -C(R8)(RlO)- or C=0 only 
when one of the remaining B, D v E and F groups is simultaneously -O-, 
-S(0)nr.or-NR9-*or 

B and D, or D and E taken together may be -N=CRlO- or -CRlO=N-, 
20 or B and D, or D and E taken together may be -GR$=CRlO-, provided 
one of the other of B and E or F is simultaneously -0% -S(0)nr> or -NR9; 

Rg and RlO are independently selected from the group consisting of: 
hydrogen, -R2, -OR2, (-CH2)q-aiyl t KCH2)q-C(0)OR2, -<CH2)q- 
25 C(0)0(CH2)(raryi, or -(CH2)q-(iH-tetrazol-5-yl) i where the aryl may be 
optionally substituted by 1 to 3 halo, 1 to 2 C1-C8 alkyl, 1 to 3 -OR2 or 1 
to2-C(O)0R2; 

R9 is selected from the group consisting of: 
30 -R% -(CHDq-aryl, -C(0)R2, -C(0)(CH2)q-aryl -SO2R2, 
-S02(CH2)<raryJ. -C(0)N(R2KR2), -WN^XC^q-aryl, 
-C(0>OR2, l-H-tetrazol-5-yl, -SO3H, -SO2NHO5N, -SQ2N(R2)aryl, 
-S02N(R2)(R2), 
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and wherein the (CH2)q may be optionally substituted, by 1 to 2 C1-C4 
alkyl, and the R2 and aryl may be optionally farther substituted by 1 to 3 
-OR2a, -0(CH2)q aryl, 1 to 2 -C(0)OR2a, 1 to 2 -C(0)0(CH2)q aryl, 1 
to 2 -C(0)N(R2a)(R2a), 1 to 2 -C(0)N(R2a)(CH2)q aryl, 1 to 5 halogen, 
5 1 to 3 C1-C4 alkyl, 1 ,2,4-triazolyl, l-H-tetrazol-5-yl, -C(O)NHS02R2a, 
-S(0)mR2a. -C(0)NHS02(CH2)q-aryl, -S02NHCaN, -S02NHC(0)R2a, 
-S02NHC(0)(CH2)qaryl, -N(R2)C(0)N(R2a)(R2a). 
-N(R2a)C(0)N(R2a)(CH2)q-aiyl, -N(R2a)(R2a), -N(R2a)C(0)R2a. 
-N(R2a)C(0)(CH2)q aryl, -OC(0)N(R2a)(R2a). -OC(0)N(R2aKCH2)q 
10 aryl. -S02(CH2)qCONH-(CH2)wNHC(0)Rl 1, 

wherein w is 2-6 and Ri 1 may be biotin, aryl, or aryl substituted by 1 or 2 
OR2, 1-2 halogen, azido or nitro; 

m is 0, 1 or 2; 

15 

nisi, or 2; 

q may optionally be 0, 1, 2, 3, or 4; and 

20 G,H,IandJ are carbon, nitrogen, sulfur or oxygen atoms, such that at 
least one is a heteroaiom and one of G, H, I or J may be optionally 
missing to afford a 5 or 6 membeied heterocyclic aromatic ring; 
and phaxmaceotically acceptable salts and individual diastereomers 
thereof, 

25 

. 14. The method of Claim 10 wherein the growth hormone 
secretagogue is selected from the group consisting of: 

1) N-[l(RM(U-Dihydro-l-me 
30 piperidml-l'-yOcaAonyi]^ 
propanamide; 
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2) N-[l(RM(l£-Dihydro-l^^ 
piperidinH'-yl)cartK>nyl]-2^ 
propanamide; 

5 3) N-[I(RM(U-Dihyd^ 
piperidto]-l-yl)caibc^ 
propanamide; 

4) N-(l(R)-[(3,4-Dihydro-spiro[2H-l-benzopynu^ 
10 carbonyl]-2^1H-indo^3-yl)ethyl>2 

5) N-[l(RM(2-AcetyM£3,4-te^^ 
piperidinH'-yftcaibor^^ 
propanamide; 

15 

6) N-[l(R)-[(U-Dihydn)-l-meftanesulfonylspiro[3H-^ 
piperidin]-r-yl)caibonyl>2-(phenylmethyloxy)ethyl]-2-aininc>-2- 
methylpropanaraide; 

20 7) N-ll(RMO»2-Dihydn>-l-me^^ 
piperidinH'-yl)caxbonyl>2-(^ 
methylpropanamide mesylate salt; 

8) N-[l(RHO>Da>yd^^ 

25 piperidinl-r-yl)caAonyI]-2K2\^ 
amino-2-mettiylpropanandde; 

9) N-[l(RM0,2rDihydro4-metha^ 

3,4'-piperidin]- 1 -yl)caibony]]-2-(pheiiylmethyloxy)etbyl>2-amino.2- 
30 methylpropanamide; 

10) N41(SM(1.2-Dihydit>-l-met^ 

piperidin>r-yl) caibonyl]-2-(phCTylme&ylthio)ethyl)-2-aminch2- 
methylpropanamide; 
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11) N-[l(RM(U-Dfoydio-l^ 
piperidin]-r-yl)caibonyl]-3-phenylpropyl^^ 
propanamide; 

5 

12) N-[1(RH(12-Dihy^ 

piperidin]- 1 -yl)caibcMiy]]-3K7c]obexylprc^yl]-2-amin(>-2-niethyl- 
propanamide; 

10 13) N~ll(RM(12-Dihydro-l-^ 

piperidin]«r-y])caAcmyl]^pheny]bmyl]-2-amjno-2-inethyl. 
propanamide; 

14) N-[l<RH(l^Dihydn>-l^ 
15 piperidin]-l-yl)caibonyl]-2-(^ 

methylpropanamide; 

15) N-[l(R)-[(l>DihydK>-l.methanesutf 
3,4 r -piperidm)-r-yl)a^ 

20 2-methylpropanamide; 

16) N-[l(RM(lt2-IMhydro-H2^ 
[3H-indole-3,4^piperidinl.l , -y])caibonyl^ 

* amino-2-methylpropanainide; 

25 

17) N-[1(RM(U-Dihydro-1^^ 
piperidin]-l'-yl)cajhonyl>2-k^ 
methylpropanamide; 

30 and pharmaceutical^ acceptable salts thereof. 

15. A method for ameliorating a state of depression in a 
mammal which comprises administering an effective amount of a growth 
hormone secretagogne* 
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